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Mornidine, the synthetic agent for control of 
morning sickness, has been found clinically ef- 
fective in more than 90 per cent of women so 
treated. Mornidine depresses the trigger zone of 
the emetic center. Little or no tranquilization has 
been observed! when used in recommended dos- 
age; moreover, Mornidine has also been found? to 
be effective in smaller dosage than that required 
with other phenothiazines. 

Enovid has been described*® as a really potent 
and practical progestational agent. In the experi- 
ence of Rakoff*, twenty-six of thirty-eight patients 
with threatened or habitual abortion had term 
deliveries after Enovid therapy. Androgenicity 
was not observed. Not one patient complained of 
nausea, and therapy did not have to be discon- 
tinued because of any side effect. Successful 
response’’® also followed Enovid therapy in men- 
orrhagia, metrorrhagia, oligomenorrhea, dysmen- 
orrhea and dysfunctional uterine bleeding. 

Although many substances are lethal to tricho- 
monads, vaginal and cervical infections are likely 
to recur readily unless normal vaginal acidity and 


Research Briefs from Searle 


growth of the protective Déderlein bacilli are re- 
established. Floraquin effectively combats patho- 
gens and simultaneously restores normal vaginal 
acidity. Pitt recommends’ vaginal insufflation of 
Floraquin powder daily for three to five days, fol- 
lowed by the daily insertion of Floraquin vaginal 
tablets throughout one or two menstrual cycles. 
Vallestril has given noteworthy results in more 
than 90 per cent of menopausal women; there are 
no significant side effects. As a result of a two-year 
study, Goldfarb and Napp* report: “Relief of 
symptoms was observed in 91 per cent of the pa- 
tients treated with methallenestril [Vallestril]. . 
No withdrawal — or other untoward effects 
were noted. . 
References: 
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M. L.: Investigotor's Report, Dec. 24, 19 3. Tyler, E. T. 
Olson, H. J.: Ann. New York Acad. Sc. a 704 (July 30) 1958. 
4. Rakoff, A. E.: Symposium on Enovid, Chicogo, Searle Research 
Laboratories, 1959, pp. 54-57. 5. Weinberg, C. H.: Symposium on 
Enovid, Chicogo, Searle Research Laboratories, 1959, pp. 19-24. 
6. Chalmers, J. A.: Proc. Roy. Soc. Med. 52-516 (July) 1959. 7. Pitt, 
M. B.: J.M.A. Alobomo 25:182 (Feb.) 1956. 8. Goldforb, A. F.,- 
ond Nopp, E. E.: J.A.M.A. 161:616 (June 16) 1956. 
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in deciding 
antibiotic 
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A GUIDE TO ANTIBIOTIC THERAPY 
by Henry Welch, Ph. D. 


Here is the first antibiotics reference book of its kind, a complete manual of 
important information on the 31 antibiotics now in use. Comprehensive, 
compact, and accurate, A GUIDE TO ANTIBIOTIC THERAPY follows an easily read 
chart format which allows for quick reference use. The following invaluable 
information is provided for each of the 31 antibiotics included: 


® general indications ® side effects 

® major dosage form(s) = average daily dose 
s blood and urine concentrations to be anticipated 
® in vitro susceptibility of each group of important 


pathogenic microorganisms to the antibiotic 


All of the information presented in this outstanding new book has been drawn 
from both published scientific literature and original clinical experience. In 
addition to the wealth of material contained in this excellent guide, a valuable 
and penetrating introduction is provided by Félix Marti-Ibafiez, M.D. This 
is one book that no physician can afford to be without. 
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ah. indispensable volume for every physician. re- 


search worker, and educator. the new Annual contains 156 papers. 


presented at the recent Symposium, covering the latest theories and 
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interesting articles included in the Antibiotics Annual 1959-1900; “The 
Great Historical Challenges in Medicine” by Félix Marti-lbaitiez: “The 
Challenge of New Drugs to the Pharmaceutical Industry” by Austin 
Smith: “The Challenge of New Drugs to the Clinical Investigator” by 
Maxwell Finland: “The Challenge of New Drugs to the Food and Drug 
Administration” by William IL. Kessenich: “The Challenge of New 


Drugs to the Practicing Physician” by John Curry. 
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charts. and a comprehensive index are included. 
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FOREWORD 


The Quarterty Review or Surcery, Ossrerrics & GyNecoLocy provides a 
systematic plan, organized for the purpose of making available a concise and 
authoritative presentation of the current progress, trends. and attitudes in all 
branches of surgery and the surgical specialties. Compiled from every dependable 
source, this plan covers all state, national, and special journals as well as the bul- 
letins and reports of the clinics and hospitals. Presented briefly but without 
sacrificing essential detail, these highly significant data are further enhanced by 
comments of the members of the Editorial Board, based upon the summarizing of 
their own clinical experiences as well as those of other recognized authorities. All 
data of the Surgery Seclion of the journal are classified and published under the 
following headings: 


. Anesthesia and Analgesia 10. Abdominal Surgery 10—H. Pancreas 

. Preoperative and Post- 10—A. Abdominal Wall 10—I. Spleen 
operative Therapy 10—B. Hernia 11. Proctology 

. Tumors 10—C. Peritoneum 12. Genitourinary Surgery 

. Neurosurgery 10—D. Stomach and 13. Gynecologic Surgery 

. Head and Neck Duodenum 14. Vascular Surgery 

. Plastic Surgery 10—E. Intestines 15. Orthopedic Surgery 

. Thyroid and Parathyroid 10—F. Appendix 16. Traumatic Surgery 

. Thoracic Surgery 10—G. Liver and Biliary 17. Miscellaneous 

. Breast Tract 18. Book Reviews 
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It is believed that the above outline will assist the reader to quickly locate 
articles of current interest and will prove most helpful in making readily available 
the references necessary in the compilation of bibliographies on surgical subjects. 
Under each classification, immediately following the abstracts, there are published 
references to current articles not abstracted. Classification for Obstetrics and 
Gynecology is as follows: 


_ OBSTETRICS GYNECOLOGY 
. Normal Pregnancy . The Menstrual Cycle 
Including Diagnostic Tests . The Vulva and Vagina 
. Pathologic Pregnancy . The Uterus Including Cancer 
. Ectopic Pregnancy, Hydatid Mole, of the Uterus 
Chorionepithelioma . The Adnexa (Physiology and Pathology) 
. Normal Labor Including Anesthesia . Operative Gynecology 
and Analgesia . Sterility and Fertility 
. Pathologic Labor Including . Female Urology 
Operative Obstetrics . Miscellaneous 
. Pathology of Newborn . Book Reviews 
The Puerperium 
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Adrenalectomy for Mammary Cancer: A Review 


Thomas L. Dao, M.D., F.A.C.S. 


BUFFALO, NEW YORK 


The growth of interest in the control of advanced mammary cancers by endo- 
crinologic methods, such as ablation of endocrine glands, is reflected in the reports 
originating from a number of special conferences on breast cancer and the resultant 
voluminous literature. The purposes of this review are to examine the role of 
adrenalectomy in the treatment of mammary cancer and to summarize and discuss 
the clinical experience and various laboratory studies of many representative investi- 
gations. No claim is made of complete coverage of the literature, nor was this 
thought to be the urgent task. 

The evidence of hormone dependence of mammary cancer arose at a time when 
there was no concept of endocrinology. Sir George Beatson was the first to prove 
that mammary cancer can be induced to regress by excision of the ovaries. Some 
of the considerations that led Beatson to perform ovariectomy follow: (1) The se- 
cretion of milk is not affected by section of the sympathetic or spinal nerves, (2 
“the process of lactation is almost identical up to a certain point, with what takes 
place in the cancerous mamma,"’ and (3) removal of the ovaries of lactating cows 
prolongs milk production indefinitely. These facts pointed to one organ's ‘* holding 
control over another and separate organ in the absence of nervous control.'" The 
question arose in his mind: *‘Is cancer of the mamma due to some ovarian irritation?” 
Beatson thus performed oophorectomy in 2 women with recurrent mammary cancer 
in 1896, and in both cases regression of cancer was observed. ! 

Despite Beatson's successful pioneering study, oophorectomy was seldom prac- 
ticed after its introduction, and by 1905 the operation had largely fallen into disfavor.” 
The failure was attributable to lack of a concept regarding hormone dependence of 
cancer. 


From the Breast Service, Department of Surgery, Roswell Park Memorial Institute, Buffalo, N. Y. 
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The past decade has ushered in new concepts of the etiologic and therapeutic aspects 
of the neoplastic diseases. Of the many important contributions to the control of 
human cancer, the work of Huggins and his associates on prostatic cancer has been 
most significant. The therapy of prostatic cancer did not originate as an empirical 
procedure, but was a transposition to human beings of methods of control thoroughly 
studied and worked out on neoplasms of the prostate in dogs.* From these studies, 
two new principles of medicine can be enunciated. First, cancer is not necessarily 
autonomous in its growth with intrinsic self-perpetuating properties; certain cancers 
retain sufficient characteristics of normal cells. Second, cancer can be sustained and 
propagated by hormonal activity that is not necessarily exaggerated in rate, but 
that operates at normal or even subnormal levels. These two principles are the 
basis of the control of cancer by physiologic means. 


ADRENAL GLAND AND MAMMARY TUMORS IN EXPERIMENTAL ANIMALS 


The adrenal cortex has important and specific relationships to cancer. Hormones 
formed in the adrenal cortex are involved as an etiologic agent in the genesis of 
certain mammary tumors of mice. Woolley et al‘ discovered that dba and C3H 
strains of mice on which ovariectomy was performed at birth developed mammary 
tumors later in their lives. They further observed in these strains the development 
of adrenal cortical tumors that secreted estrogenic hormones causing stimulation of 
vagina, uterus, and breast. Dorfman and Gardner in 1944 discovered by bioassay 
that spayed mice of NH strain bearing adrenal cortical tumors excreted four times as 
much estrogenic substance in the urine and feces as was excreted in intact females of 
the same strain.® Gardner® also observed that, in NH strain mice following gona- 
dectomy, adrenal tumors eventually develop associated with signs of estrogenic 
stimulation of the vagina and uterus. Normal estrus cycles returned in these gona- 
dectomized animals, and they were able to mate in the normal manner when in estrus. 
Shimkin and Wyman’ found that adrenalectomy reduced the incidence (40 per cent 
of spontaneous mammary cancer in C3H mice, in which 84 per cent of the virgin fe- 
males develop breast cancer, fully as much as ovariectomy (33 per cent). In rats bear- 
ing a transplanted mammary fibroadenoma, ovariectomy retarded the tumor growth. 
However, when ovariectomy was combined with adrenalectomy, further decrease 
of tumor size was observed.* 


ADRENAL GLAND AND BREAST CANCER IN MAN 


The important considerations that led to the association of the adrenal gland and 
human cancer are: (1) The experimental evidence in animals that the adrenal glands 
are involved in mammary tumor genesis, and (2) the pathological and laboratory 
evidence of the elaboration of hormones from the adrenal cortex in human subjects 
having either tumors of the gland or cancer in other sites such as the breast and 
prostate. The increased growth of secondary sexual structures from steroid hor- 
mones elaborated from the adrenal cortex in patients with tumors’ or hyperplasia 
of the adrenals is conclusive evidence that the adrenal cortex is composed of hormonal 
secreting cells that may produce hormones in excess of normal rates. Scott and 
Vermeulen in 1942 showed that a temporary fall of 17-ketosteroids in urine after 
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orchiectomy was often followed by a considerable increase, sometimes up to 50 
per cent above the precastration levels. Dao (1953) reported that women with 
mammary cancer after menopause or oophorectomy still excreted significant and even 
large amounts of estrogenic substance in the urine; these estrogenic substances were 
further reduced or disappeared after adrenalectomy. This is evidence to indicate 
that another locus, probably the adrenal cortex, produces growth-promoting steroids 
to a significant degree. 

Bilateral total adrenalectomy was first attempted by Huggins and Scott'’ in 1945 
and later by.Cox'! in England in 1946 for metastatic cancer of the prostate. Although 
the patients survived the operation, maintenance of life was not achieved because a 
life-maintaining adrenal cortical hormone was not available. With cortisone avail- 
able in abundance by 1951, an effective substitution regimen for adrenalectomized 
patients was devised'* and these patients could be maintained without adrenal 
insufficiency. 


PHYSIOLOGY OF THE ADRENAL 


The scope of this review precludes a thorough discussion of the physiology of 
the adrenal gland. However, some understanding of its basic physiology 1s man- 
datory in order for surgeons to manage adrenalectomized patients competently. 

The adrenal cortex is essential for existence, and its function seems to be under 
the control of the pituitary. In general, the hormones secreted by the adrenal cortex 
can be separated mto three categories: mineral corticoids, which influence the 
electrolyte and water metabolism; glucocorticoids, which affect carbohydrate, fat, 
and protein metabolism; and sex steroids, which influence secondary sexual char- 
actcristics. 

Electrolyte and Water Metabolism. The electrolyte and water balance is maintained 
by the effect of the mineral cortical hormones upon the renal tubules, sweat glands, 
and salivary glands. 11-Desoxycorticosteroids and the newly isolated potent adrenal 
hormone aldosterone in the amorphous fraction of the adrenal extract are the most 
important cortical hormones maintaining the electrolyte and water balance. In- 
crease of the concentration of mineral cortical hormones will increase the tubular 
reabsorption of sodium and thus cause a decrease in urinary sodium excretion, with 
resultant sodium retention. Edema and hypertension may develop. Although the 
urinary potassium increases, a serum potassium loss occurs. When the mineral 
corticoids are depleted, a reverse phenomenon occurs, i.¢., a sodium loss and potas- 
sium retention. Furthermore, the loss of sodium will cause a water loss aad sub- 
sequent dehydration. In patients with Addison's disease and in those with adrenal 
insuthiciency following adrenalectomy, these characteristic alterations in the water 
and electrolyte metabolism are observed. The patient with adrenocortical insuffi- 
ciency is unable to excrete administered water at a normal rate. This diminished 
ability of the kidneys to excrete the administered water is thought to be caused by 
an excessive tubular reabsorption of water. Water intoxication can easily be induced 
under such circumstances. Although 11,17-oxycorticosteroids (cortisone and hydro- 
cortisone ) are hormones concerned primarily with the protein, carbohydrate, and fat 
metabolism, they too affect the electrolyte and water balance if their concentrations 


OBSTETRICS & GYNECOLOGY april-june 1960 


» 
4 
. 
de 
= 
3 
j 
4 
4 
peek 
a 
wil 
‘ 
= 
ad 
> 
; 
SS 


are greatly increased. In patients with hyperadrenocorticism, as in Cushing's syn- 
drome, or in those receiving large amounts of cortisone, a positive sodium and 
negative potassium balance will occur. Hypopotassemic alkalosis may develop. 
The symptoms simulate the syndrome of primary aldosteronism as described by Conn 
and Louis. '* 

The administration of ACTH and DCA were found to cause a progressive decrease 
in sodium and chloride in thermal sweat. In Addison's disease the sweat contained 
increased sodium chloride, and in hyperadrenocorticism the sodium chloride content 
was low. 

Carbohydrate, Protein, and Fat Metabolism. The adrenocorticosteroidal hormones 
that are chiefly concerned with carbohydrate, protein, and fat metabolism are the 
11,17-oxycorticosteroids such as cortisone and hydrocortisone. 11,17-Oxycorti- 
costeroids cause gluconeogenesis and also the transition into and deposition of gly- 
cogen in the liver. In adrenalectomized patients who are inadequately maintained 
on cortisone, or in patients with Addison's disease, the carbohydrate reserves of the 
liver and muscles are depleted and hypoglycemia results. On the other hand, in 
hyperadrenocorticism, as in Cushing’s syndrome, or when large’ doses of cortisone 
are administered, a diabetic phenomenon results and is manifested by glycosuria, 
increase of blood sugar, and sometimes a diabetic type of glucose tolerance curve. 

It is known that marked nitrogen loss occurs when ACTH or cortisone is given. 
In Cushing's syndrome, negative nitrogen balance is a frequent finding. Albright 
(1942) showed that this negative nitrogen balance could be altered by the adminis- 
tration of an anabolic agent such as testosterone. 

The influence of the glucocortical hormones on fat metabolism is not well under- 
stood. Studies seem to indicate that adrenal cortical hormones are important for 
the mobilization of fat. Adrenalectomy decreases body capacity to mobilize fat. 
It is possible that conversion of carbohydrate to fat may be accelerated during 
adrenal insufficiency. When the adrenal cortical steroids are present in excess, they 
increase the rate of utilization of ketone bodies. 


PRE- AND POSTOPERATIVE MANAGEMENT 


The patient with advanced metastatic cancer who is to undergo adrenalectomy is 
frequently in a poor state of nutrition, and an attempt should be made to correct the 
lowered blood volume and plasma proteins by repeated transfusions. Careful evalua- 
tion is made of the renal, pulmonary, and cardiac status of the patient, for it is in 
these systems that the postoperative complications are seen. 

From a practical standpoint, adrenal insufficiency must be forestalled. It is a safe 
rule in any proposed extirpation of the adrenal to treat the patient in advance as if 
adrenal insufficiency were certain to develop postoperatively and to withdraw the 
essential hormones slowly in the days after the operation. The substitution therapy 
essentially involves the use of rather large amounts of cortisone acetate the day pre- 
ceding the operation and on the operative day. On subsequent days, the amount of 
cortisone is gradually reduced. Frequently the patient can be placed on oral cortisone 
acetate by the fifth or sixth day after surgery. The amount of DCA given will depend 
upon how rapidly the blood pressure stabilizes at a satisfactory level. Although 
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other investigators have used a modified replacement regimen for patients under- 
going adrenalectomy, the basic principles are essentially the same.'* The author's 
experience with over 400 adrenalectomized patients indicates that the substitution 
therapy devised at the University of Chicago is very satisfactory. 

The fluid replacement for patients during and following the operation needs special 
mention. As was stated earlier, lowered blood volume and dehydration should be 
corrected if possible. However, overloading the patients with parenteral fluid during 
and immediately after surgery is a dangerous procedure. Large amounts of cortisone 
and DCA given prior to, during, and immediately following the operation cause 
marked salt and water retention. Overhydration in these patients will precipitate 
pulmonary edema and certain death. The author prefers the policy of slight dehy- 
dration postoperatively. Replacement of blood during and following the operation 
depends on blood loss. In the absence of significant hemorrhage, approximately 500 
ml. of normal saline is given during the removal of the first gland; following ret 
moval, a unit of blood is given. Following the operation, 500 ml. of 5 per cene 
dextrose in normal saline and 1000 to 1500 ml. of 5 per cent dextrose in water ars 
given slowly over the next 24 hours. Fluids in excess of 2000 ml. within 24 hour- 
after surgery are not advisable. The patient should be encouraged to drink as soon 
as she can tolerate liquids. 

The criterion for adequate hormonal substitution in adrenalectomized patients is 
the prevention of any sign or symptom of adrenal insufficiency. Probably the best 
indicator is the sense of well-being of the patient. The patient quickly becomes 
aware of a sense of malaise, nausea, anorexia, and loss of energy when treated with 
an inadequate dose of cortisone. Changes in blood pressure, blood sugar, or elec- 
trolytes are usually not observed in this early phase. A daily dose of 50 mg. of corti- 


sone acetate administered orally is an adequate maintenance dosage. In many pa- 
tients, 37.5 mg. of cortisone acetate orally daily have been used. Sodium chloride 
in dosage levels of 3 to 4 Gm. a day has been given in the past, but in a majority of 
patients this was found to be unnecessary. It has not been necessary to use DCA 


for maintenance except when postural hypotension develops. In that case the author 
prefers to use a long-acting compound, desoxycorticosterone trimethylacetate, intra- 
muscularly in 25 mg. doses once every four to five weeks. It must be remembered 
that postural hypotension can only be corrected by DCA. DCA linguets have been 
used by many other investigators, but the author has found that they were less 
effective. When maintained adequately, the adrenalectomized patients have a 
healthy appearance, are not incapacitated, and are able to engage in most of their 
usual activities. 


DIAGNOSIS AND TREATMENT OF ADRENAL CRISIS 


Early recognition of the symptoms and signs of adrenal insufficiency is essential 
for the success of treatment. The patient usually becomes aware of a sense of malaise, 
anorexia, nausea, and loss of energy when mild adrenal insufficiency occurs. These 
manifestations, caused by inadequate doses of cortisone, can be corrected by a small 
increase in dosage. As has been mentioned, these symptoms are not accompanied 
by changes in blood pressure, blood sugar, or blood electrolytes. 


OBSTETRICS & GYNECOLOGY april-june 1960 


ie 
We 
a 
; 
79 
} 


Acute adrenal crisis is almost always ushered in with some concomitant disease 
or even with minor surgical operations. Adrenalectomized patients are able to 
stand the normal stresses of living. Severe stresses, such as infectious diseases, acute 
abdominal corditions (cholecystitis, intestinal obstruction, appendicitis, ruptured 
viscus ), and other stress-producing conditions, will cause an adrenal crisis that, unless 
treated vigorously, means certain death to the patient. When adrenalectomized 
patients undergo any major surgical procedure, they must be prepared just as if they 
were to have adrenalectomy. For minor surgical procedures, such as incision and 
drainage for an abscess, dental extraction, thoracentesis, and paracentesis, cortisone 
dosage should be increased prior to the procedures. 

The successful treatment of a patient in adrenal crisis is dependent on the use of 
large amounts of cortisone acetate or cortisol. Cortisone acetate in divided doses 
totaling 300 to 600 mg. intramuscularly has frequently been given during the first 
24 hour period of therapy. Hydrocortisone, 100 mg. in 500 ml. of normal saline, 
should be given intravenously immediately following the diagnosis of adrenal crisis. 
The intravenous infusion of cortisol, however, must not be too fast, for it will be 
excreted rapidly. In addition to this, shock should also be controlled by blood or 
plasma and by some vasopressor agent such as norepinephrine in a concentration of 
10 wg./ml. of normal saline. In the author's experience, within 24 to 36 hours the 
patient is out of danger and the dosage of hormones may be reduced to maintenance 
levels within a few days. 


SURGICAL TECHNIQUE OF BILATERAL ONE-STAGE ADRENALECTOMY 


Anesthesia. General anesthesia by endotracheal route is preferred. After induction 
of anesthesia with a small dose of thiopental sodium, it is maintained with nitrous 
oxide and oxygen supplemented with ether. Since a great many of these patients 
are poor surgical risks, a light plane of anesthesia is most desirable. 

Operation. The operative procedure has been described by many authors. Three 
routes of approach have been used, posterolateral,'® transabdominal,'* and trans- 
thoracic. The posterolateral incision is the most commonly used approach for 
adrenalectomy. Although it requires two incisions, it causes fewer postoperative 
complications and still offers adequate exposure. The transabdominal approach 
increases the magnitude of the operative procedure since it may require mobilization 
of the hepatic flexure and duodenum on the right and the splenic flexure on the left 
to expose the glands, thereby not only prolonging the operation but also increasing 
postoperative morbidity. A transthoracic approach is unphysiological, since it 
requires the opening of both pleural cavities. 

The author wishes to emphasize the important technical points in adrenalectomy: 
When using the posterolateral approach, the twelfth or even the eleventh rib must 
be resected in order to achieve best exposure. The glands are very friable and like 
Swiss cheese in consistency, yet it is desirable to remove each gland intact. Any 
piecemeal technique is likely to leave fragments behind that are capable of con- 
siderable regeneration. A sharp dissection with scissors is the best way to remove the 
gland. Too much finger manipulation inevitably tears the gland. Hemorrhage 
during the operation is usually caused by injury to the vena cava or the inferior 
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phrenic vein. A small tear in the inferior vena cava can be sutured, but this is not 
always easy since the wound is deep and since bleeding trom the cava 1s often pro- 
fuse. Blind application of a hemostat on the vena cava must be avoided. A small 
hole in the vena cava can be greatly enlarged if repeated applications ot a hemostat 
are atrempted. In such an instance, a 2 inch pack over the bleeding point is ad- 
visable. The pack, however, must be removed within 36 hours. In the author 
experience, there has never been a hemorrhage after the removal of the pack. 


PATHOLOGICAL AND CHEMICAL STUDIES ON ADRENAL GLANDS FROM 
PATIENTS WITH BREAST CARCINOMA 


Adrenal Weights. The weight of adrenal glands removed surgically from patients 
with cancer was in the same range as values reported'*®: '* for adrenals of normal 
persons, obtained at necropsy (table I 

Incidence of Metastasis in the Adrenal Glands. The incidence of metastatic deposits 
in the adrenal glands varies in series reported by many investigators. Huggins and 
Dao reported in 1953 an incidence of 25 per cent of metastases in the adrenal glands. 
In an enlarged series of 112 patients, Dao found that the incidence was 37 per cent. 
Metastases were found in both glands in 23 patients, an incidence of 19 per cent, and 
in one gland in 23 patients, an incidence of 19 per cent. Metastases in the adrenal 
cortex occurred in 38 patients, or 34 per cent, and in the medulla in 8 patients. Cade 

1954) found that 22 of his 40 patients, or 55 per cent, had adrenal metastases, the 
highest incidence ever reported in the literature. Warren and Witham'* and Willis'® 
found an incidence of adrenal metastases of 31 per cent and 20 per cent respectively at 
autopsy of women with mammary cancer. 

Accessory Adrenal Glands. The incidence of accessory adrenal cortical tissues ts 


difficult to assess. Im 1953, Graham reported the incidence in the celiac region as 


32 per cent. The author found accessory adrenal tissues in 8 of a series of 165 patients 
at the time of operation. These accessory adrenal cortical tissues were located along 
the inferior vena cava and weighed from 0.1 to 0.3 Gm. Histologically they were 
adrenal tissues. Accessory adrenal tissues have been reported as occurring in various 
sites in the body, but the common sites are along the celiac axis. 


TABLE | 


Adrenal Weights in Men with and Without Cancer 


Number Weight, Gm. 
Pathologic in 
condizions Range Mean Median 


Normal*!? 13.0 96 9.0 
Normal*!* 11.3 8.3 
Schizophrenia 11.7 9.4 
Breast cancer 23.1 8.5 
Prostatic cancer 16.8 9.4 


* Normal glands removed at necropsy from persons who died from diseases other 
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Solid, Litid, Electrolyte, and Ascorbic Acid Contents of Human Adrenals. Huggins et 
al*® studied the solid, lipid, and ascorbic acid contents of surgically removed adrenals. 
It seemed to them that the glands from patients with mammary and prostatic cancer 
had a higher percentage of water than those from patients without malignancy. 
There is no difference in the ascorbic acid contents of adrenals of both cancer and 
noncancer patients. 

Histochemical Studies of Adrenal Glands. Symington et al*! have studied human 
adrenal glands extensively histochemically. Their observations indicate that the 
zona reticularis may be the site of corticosteroid and androgen synthesis in the normal 
glands. Under ACTH stimulation, there is an increase in weight of the adrenal gland 
and hypertrophy of the cells in the zona reticularis and zona fascicularis. This results 
in an increase in the width of the cortex and is associated with an increased output 
of cortisol and corticosterone as well as 11 8-hydroxyandrostene-3,17-dione. 


METABOLIC RESPONSE 


AND PHYSIOLOGIC EFFECTS OF ADRENALECTOMY 


Electrolyte Balance. Balance studies of sodium and potassium on adrenalectomized 
patients maintained on cortisone have been reported by many investigators. These 
studies revealed that there was usually considerable sodium retention within a week 
after the operation, then a loss of sodium, and finally the patient came into sodium 
balance. A negative potassium balance was generally observed within a few days 
after the operation. When the cortisone was reduced to maintenance dosage, the 
positive balance of potassium was established. 

On withdrawal of cortisone from the adrenalectomized patients, Mendelsohn ard 
Pearson (1955) and Lipsett et al** found no remarkable alteration in electrolyte bal- 
ance. The serum sodium usually falls, but this is not accompanied by renal salt loss. 
When cortisone is administered, there is a prompt return to normal of serum sodium. 

Nitrogen Balance. Mason (1955) showed that there was a considerable loss of 
nitrogen during the first 10 days following adrenalectomy despite an adequate protein 
intake. Equilibrium returns after the initial loss and is often followed by nitrogen 
retention. The nitrogen balance did not show any remarkable alteration when 
cortisone was withdrawn, as was shown by Mendelsohn and Pearson. 

Carbohydrate and Water Balance. Bergenstal and Dao showed that, in patients on 
adequate oral hormore maintenance with cortisone, the oral and intravenous glucose 
tolerance tests are normal and essentially the same in pre- and postoperative periods. 
The intravenous insulin test was also essentially the same in the pre- and postopera- 
tive periods. Two patients with diabetes mellitus required the same insulin dosage 
after adrenalectomy, while on a maintenance dose of 50 mg. of oral cortisone acetate 
daily, as before. In adrenal insufficiency, hypoglycemia does not always develop. 
The author's experience and that of others indicates that hypoglycemia failed to 
develop even in late stages of adrenal insufficiency on withdrawal of cortisone. 

The water load test of Robinson-Kepler-Power performed on patients before and 
after adrenalectomy showed no failure of adequate water diuresis after adrenalectomy 
while the patient was being maintained on cortisone. When cortisone was with- 
drawn, the urine volume decreased but gain in body weight was a consistent ob- 
servation. Water retention and water intoxication may occur in patients upon 


april-june 1960 QUARTERLY REVIEW OF SURGERY 


> 
« 
“fi 
82° 
= 
: 
We 


cortisone withdrawal. When cortisone is readministered, there usually is prompt 
diuresis of water. 


CLINICAL EVALUATION 


Evaluation of the late results following adrenalectomy is a difficult task. The dis- 
crepancy in the results of adrenalectomy reported in the literature may be attributable 
to many factors, for example, a lack of an uniformity of criteria in evaluation, the 
fact that numerous papers reported the results of the combined procedure of ad- 
renalectomy and oophorectomy as the clinical results of adrenalectomy alone, or 
differences in criteria of selection of patients. In the process of evaluation, it is 
necessary to take into account the subjective state and the general condition of the 
patient on one hand and the development of cancer on the other. Although the 
effect on the cancer is the most important consideration, there is still the major 
question of whether the operation can produce subjective improvement, such a$ 
immediate relief of pain, subsidence of respiratory symptoms, and the improvement 


of the general condition of the patient even though in many cases the operation seems 
to have produced only a temporary arrest of the growth of the malignancy without 
objective evidence of regression. It is therefore necessary to consider that patients 


have experienced remission only if the symptomatic improvement persists more than 
six months and if there is no objective evidence of progression of the existing lesions. 

In summarizing the literature on the effect of adrenalectomy in treatment of ad- 
vanced mammary cancer, it is difficult to include all reports. Moreover, the hazards 
of data derived from too small a series of cases are fully recognized. For this reason, 
only nine reports are included in the summary in table II covering a total of 948 
patients who underwent adrenalectomy, or adrenalectomy combined with oophorec- 
tomy, for incurable breast cancer.**~*! To the best knowledge of the author, the 
results in these series were all critically evaluated. The criteria for remission of 
cancer of all these investigators are: (1) Decrease or disappearance of grossly or 
radiographically discernible or palpable tumors, (2) decrease or disappearance of 
cancerous exudates as demonstrated by decreased or discontinued thoracentesis or 
paracentesis, (3) sclerosis of previously osteolytic or disappearance of previously 
osteoblastic bone metastases without progression of the existing metastases or 
development of new ones, (4) recovery from paralysis of patients with lesions in 
the central nervous system or spinal cord, (5) decrease in size of metastases of the 
abdominal organs such as the liver, (6) no progression of existing lesion and absence 
of fresh metastases, with concomitant symptomatic improvement, following ad- 
renalectomy. 

A summary of the response to adrenalectomy for advanced breast cancer of the 
948 patients mentioned earlier is detailed in table Il. The results among the nine 
groups show that objective remission ranged from 32 to 59 per cent. In the total of 
882 patients evaluated, 382 (43 per cent) had remissions of varying duration. 

These reports, however, included all patients who had either adrenalectomy alone 
or adrenalectomy and oophorectomy combined. It is conceivable that the combined 
oophorectomy and adrenalectomy may yield a higher remission rate since the re- 
moval of the ovaries, especially in menopausal women, may contribute an additional 


OBSTETRICS & GYNECOLOGY april-june 1960 * 83 


A 
2 
if 
ae 
: 
q 
= 


TABLE Il 


Response to Bilateral Adrenalectomy for Advanced Mammary Cancer* 


Operative Objective 
Total series, mortality,t response, 
number of Number number of number of Remission, 
Authors cases evaluated cases Cases % 
Dao and Hugginst?* 217 203 14 86 42 
Hellstrom and Franksson?! 162 150 12 76 51 
Fracchia et al®® 155 141 14 54 38 
Cade* 136 128 8 54 42 
Galante et al?’ 79 75 10 29 38 
Pyrah*® 75 7 39 §2 
Perlia et al®? 58 50 8 16 32 
Delarue* 36 32 5 19 59 
Eckert et al*! 30 28 6 y 32 
Total 948 882 85 382 


Per cent 100 


8.9 


* Includes all patients who had combined procedures of oophorectomy and adrenalectomy 


t Includes patients who died of postoperative complications or of cancer within 30 days after the oper-, 
ation. 


t Includes all patients operated on by these investigators that are listed in reference 23, plus those operated 
on from the publication of reference 23 till April, 1957. 
remission effect. A further breakdown of data was attempted in order to assess the 
effect of adrenalectomy alone in postmenopausal women or in women who had 
previously been castrated surgically. Only four reports categorically separated the 
results of adrenalectomy from those obtained in combined procedures of oophorec- 
tomy and adrenalectomy.** *>: **. ** The results from these four groups, plus one 
other group, covering 254 patients in all, showed that objective remission ranged 
from 29 to 45 per cent. In a total of 238 patients evaluated, 91 (38 per cent) had 
remission, with the period of remission varying from 3 to 72 months (table II1). 
TABLE III 
* E ffect of Alrenalectomy Alone in Treatment of Incurable Breast Cancer 
j Number of Number of cases Number of cases with 
‘ Authors cases evaluated objective remission Remission, % 
a Dao and Huggins 84 81 34 41 
Fracchia et al*® 73 67 20 29 
Pearson et al®? 45 42 19 45 
Dao* 38 34 vb 38 
Perlia et al? 14 14 5 35 
Total 254 238 91 
% Per cent 100 38 
* Operated on by the author at Roswell Park Memorial Institute, August, 1957, through December, 


1958, inclusive. 
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Effect of Bilateral Adrenalectomy and Oophorectomy in Premenopausal Women. The ta- 
tionale for combined oophorectomy and adrenalectomy in premenopausal women is 
to remove all the steroid-producing organs at an carly stage in an attempt to increase 
the survival of women with advanced mammary cancer. 

Evaluation of the results of oophorectomy and adrenalectomy in premenopausal 
women with breast cancer is difficult because such studies have not been reported in 
the literature. In the author's experience with a series of 45 premenopausal patients, 
objective remission of cancer occurred in 19 (42 per cent) following bilateral oophorec- 
tomy and adrenalectomy. The mean duration of remission in these patients was 18 
months and the median duration 13 months (table IV). In the author's experience 
and that of others, bilateral oophorectomy alone induces objective remission in 
about 30 to 40 per cent of premenopausal women with metastatic breast cancer, with 
remissions averaging 9 to 12 months in duration. If one compares these results 
of oophorectomy in premenopausal women with metastatic breast cancer with the 
results of combined oophorectomy and adrenalectomy, it is evident that adrenalectomy 
in addition to oophorectomy in premenopausal women 1s unwarranted. 

Duration of Remission and Survival Time After Adrenalectomy. Duration of remission 
is One criterion that can be used to assess the worthiness of a new treatment such as 
adrenalectomy. In the series of Dao and Huggins listed in table Il, patients who 
survived less than six months, even if they showed objective evidence of regression, 
were not included as having had remission; a further breakdown of this series is 
shown in table IV. The results indicate that adrenalectomy in combination with 
oophorectomy in postmenopausal women increases neither the duration of remission 
nor the length of survival. The author therefore does not perform oophorectomy 
in combination with adrenalectomy in women five or more years past the meno- 
pause. Furthermore, laboratory studies have demonstrated that che ovarian func- 
tions in women five or more years past the menopause are greatly reduced so that 
removal of the ovaries has proved unnecessary; this will be discussed more fully 
later in the section ‘* Hormone Studies Before and After Adrenalectomy."’ 

In evaluating the remission following adrenalectomy, it is the general rule that the 


TABLE IV 


Durations of Remission and Survival After Adrenalectomy* 


Number Duration of Duration of 
of patients remission, mo. survival, mo. 
Total with - 
Operative procedures serics remission Mean Median Mean Median 


Adrenalectomy $1 34 26.0 
Adrenalectomy and oophorectomy 
Postmenopausal women 77 33 24.0 
Premenopausal women 45 19 22.4 
Total 203 86 


* Includes all evaluated patients operated on by Dao and Huggins that are listed in reference 23, plus 
those operated on trom the publication of reference 23 till April, 1957. 
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TABLE V 


Duration of Survival After Adrenalectomy 


Survival time, mo. 


Entire series Cases with remission Failure cases 
Number of ~ 
Authors patients Mean Median Mean Median Mean Median 
Dao and Huggins 203 13 8 24.4 22 5 4 
Fracchia et al 155 12.3 12 22.3 21 8.1 6 


duration of remission is terminated when progression of old lesions at any site or the 
appearance of new lesions occurs. Patients with recurrent disease, however, can 
continue to live for many months before succumbing. The duration of remission 
and survival after adrenalectomy is shown in table V. When the duration of survival 
after operation in patients with remission is compared with the duration in those 
who failed to respond to the operation, the difference is indeed significant. This 
difference is indicative of the effectiveness of the surgical procedure in the palliation 
of the disease. 


SITES OF METASTASES AND RESPONSE 


TO ADRENALECTOMY 


It is generally believed that osseous metastases respond more favorably than 
visceral lesions. The collected data from different investigators show that patients 
with visceral metastases had remissions less frequently and that the remissions were 
of shorter duration.**~**. *! It must be noted, however, that patients rarely demon- 
strate metastases of one anatomical system only; in a majority of cases, locations of 
metastases are multiple. Although patients with liver or brain metastases responded 
to adrenalectomy infrequently, a few did benefit by adrenalectomy, and the remis- 
sions were sometimes spectacular. In the author's experience (table VI), it seems 


reasonable to conclude that osseous lesions alone respond more favorably to adre- 
nalectomy than lesions elsewhere. Although patients with pleural metastases 
seemed to respond favorably to adrenalectomy, the number of these was too small 
to draw any valid conclusion. 


Hellstrom and Franksson®' classified their.cases in stages, with the most favorable 
response after adrenalectomy occurring in patients of stage 1, in which metastases 
were cither skeletal or soft tissue. The findings of the author and other investigators 
agree with theirs. 

Effect of Adrenalectomy in Inflammatory Carcinoma. \nflammatory carcinoma of the 
breast needs special mention since this disease represents a very virulent type of cancer 
and the prognosis is invariably grave. Dao and McCarthy reported** beneficial 
effects from bilateral adrenalectomy or bilateral adrenalectomy in combination with 
oophorectomy in the treatment of either primary or recurrent inflammatory carcinoma 
of the breast. One premenopausal woman with primary inflammatory carcinoma of 
the breast is alive with no evidence of recurrence 50 months following bilateral 
adrenalectomy and oophorectomy. 


These authors discussed the poor results of 


86 ¢ april-june 1960 CUARTERLY REVIEW OF SURGERY 


: GEE 
“it 
5 
A 
# 
| 
= 
x 
te 
4 
A 


radical mastectomy and irradiation in inflammatory breast cancer and suggested 
that ablative therapy would be the method of choice. Fracchia et al*® in their 
recent paper also indicated that patients with inflammatory carcinoma had a high 
percentage of regression after adrenalectomy. Six (42.9 per cent) of 14 patients sub- 
jected to the combined procedures responded favorably; 3 of these had primary in- 
flammatory carcinoma and 3 had recurrent inflammatory carcinoma. 


CRITERIA FOR THE SELECTION OF PATIENTS 


Since adrenalectomy is an operation of some magnitude and since it benefits only 
about 40 per cent of the patients operated on, the urgent problem at the present time 
is the proper selection of patients for operation. This proves to be difficult if nor 
impossible at the present time. 

Huggins and Dao in 1954*' postulated that the hormone-dependent mammary 
cancer was often a well-difierentiated adenocarcinoma. They consider that the 
formation of the acini in mammary cancer is a positive process directly attributable 
to secretion induced by hormones. Many of the cancers derived from the lobule- 
alveolar apparatus of the breast are hormore dependent. The elimination of critical 
amounts of supporting hormores from the internal environment of certain cancers 


TABLE VI 


Sites of Metastases in Relation to Response to Adrenalectomy* 


Duration of remission, mo 
Re- 
mission 7-12 13-24 25-%6 7 
Site of No No. No. No 


Bone alone 

Pulmonary 

Pleural 

Osseus plus pul- 
monary, pleural 

Breast, skin, and 
soft r1issue 

Soft tissue and 
pulmonary 

Soft tissue and 
bone 

Liver and other 
areas 

Brain and other 
areas 


Spinal cord 
paraplegia 


Toral 


* Includes all evaluated patients operated on by Dao and Huggins that are listed in reference 23, plus 
those operated on from the publication of reference 23 till April, 1957. 
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alters cell metabolism sufficiently to stop secretion, causing the acini to collapse and 
cells to shrink with subsequent benefit to the patient. This theory has not been 
supported by many other investigators, primarily because the observations could 
not be confirmed. 

Attempts have been made by many investigators**~**» #4 to correlate the 
relationship of age, degree of malignancy of the cancer, and previous response to 
hormone therapy to the response to adrenalectomy. The results of these studies 
were not significant, although certain factors may be categorized as either favorable 
or unfavorable. It must be noted, nonetheless, that the use of some criteria will 
reduce the number of unnecessary operations. For instance, patients who have 
benefited from the administration of testosterone or from castration are more likely 
to respond favorably to adrenalectomy. Premenopausal women who have had no 
response to oophorectomy are likely to fail with adrenalectomy as well. 

There are two laboratory determinations that some authors considered valuable 
in predicting response to adrenalectomy. They are the levels of urinary estrogen 
excretion and urinary calcium excretion after estrogen administration. 

Urinary Excretion of Estrogen. Since one of the prime objectives of adrenalectomy is 
to remove the extragonadal source of estrogen, it was thought that the level of 
urinary estrogen may serve as a useful indicator for selection of patients. In 1953, 
Dao reported the reduction or disappearance of urinary estrogen in women with 
mammary cancer after adrenalectomy. He later published data*® to indicate that 
women who respond to adrenalectomy had higher titers of estrogen in urine prior 
to the operation than those who failed to respond to the operation. He noted, 
however, that the abolition of estrogen excretion was not necessarily followed by. 
remission of the disease. Although study of estrogen excretion in women with 
mammary cancer is important to further our understanding of the endocrine factors 
in the genesis of mammary cancer, its use as a routine laboratory procedure is im- 
practical and expensive at the present time. 

Urinary Calcium Excretion. The use of calcium excretion data as a measure of bone 
destruction due to tumor growth has been described by many authors.**® Pearson 
et al*’ observed that a spontaneous fluctuation of calcium metabolism occurred 
during the menstrual cycle of some patients with advanced mammary cancer, with a 
pronounced elevation of urinary calcium excretion during the ovulatory cycle and a 
prompt decline at the onset of menstruation. Furthermore, following oophorec- 
tomy, urinary calcium excretion decreased to normal levels with concomitant clinical 
improvement. This led these authors to postulate that there were two types of 
mammary cancer in women, one type being dependent on estrogen for maintenance 
of its growth rate, and the other non-estrogen dependent. This observation led to 
the consideration of the use of calcium excretion data as a guide to the *‘ estrogen 
dependency"’ of a breast cancer when provoked"’ with estrogen stimulation. 

Dao and Huggins** pointed out that the so-called sex hormone stimulation test 
was not always operative even in a patient with bone metastases. A great number 
of patients with bone metastases fail to show high urinary calcium excretion. In 
these patients, administration of estrogen likewise often fails to alter the urinary 
calcium excretion level. When the initial calcium excretion level was high in some 
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paticnts with bone metastases, administration of estrogen might precipitate fatal 
hypercalcemia. These investigators studied urinary calcium excretion levels in a 
series of 50 patients with varied degrees of bore metastases that were demonstrable 
by roentgenogram. Hypercalciuria in varying degree was observed in only 7 of 24 
patients with relatively extensive bone metastases, but it was not observed in the 
other 26 patients, who had only limited to moderate bone metastases as defined by 
roentgenologic examinations. In patients with hypercalciuria or hypercalcemia, the 
“estrogen stimulation’’ test was not applicable for two reasons: (1) Daily deter- 
mination in many of these patients showed gradual increase of urinary calcium ex- 
cretion even without estrogen administration. Any rise of calcium excretion level 
after administration of estrogen in such a patient would be difficult to attribute to 
the effect of estrogen. (2) The administration of estrogen to a patient with hyper- 
calcemia is a dangerous procedure. One must always be alert to the relationship 
between hypercalcemia and the impairment of renal function. 

The “estrogen stimulation”’ test was performed on the remaining 26 patients with 
bone metastases:. only 6 showed significant increase of calcium excretion, and 3 out 
of these 6 had objective remission following adrenalectomy. The remaining 19 
patients showed no change of urinary calcium excretion following the administra- 
tion of estrogens. 

Although the so-called estrogen stimulation test is not reliable for predicting 
hormone dependency of breast cancer, measurement of urinary calcium excretion 
nonetheless provides another objective method for early evaluation of regression of 
cancer. It must be noted, however, that many factors influence the renal excretion 
of calcium and that calciuria may be very variable even if the calcium intake is kept 
constant. Following adrenalectomy, immediate and significant decrease of urinary 
calcium excretion accompanied with subsidence of symptoms of hypercalcemia and 
lessening of bone pain was observed in some patients. 


HORMONE STUDIES BEFORE AND AFTER ADRENALECTOMY 


Urinary Estrogen Excretion. There are two principal objectives of the measurement 
of estrogens in the urine of women with breast cancer: (1) To ascertain whether by 


removing the ovaries and adrenals one can eradicate all sources of estrogen from the 


body, and (2) to correlate the level of excretion before the operation with the re- 
sponse to ablative procedures. 


Dao reported in 1953 that bilateral adrenalectomy in women with metastatic 
breast cancer caused disappearance or marked reduction of urinary estrogen ex- 
cretion. Huggins and Dao*‘ attempted to correlate the level of excretion of estrogen 
in urine to the response to adrenalectomy. These investigators indicated that women 
with the higher estrogen titers in the urine respond better to adrenalectomy than those 
who excrete small amounts of estrogenic substances. Determination of total urinary 
estrogen excretion was done by Dao before and after adrenalectomy in 24 women five 
or more years past the menopause. Eleven of these 24 patients had bilateral adrenal- 
ectomy and oophorectomy, and 13 had adrenalectomy only. The postoperative uri- 
nary estrogen excretion in 9 of the 1] patients who had oophorectomy ard adre- 
nalectomy was negative, and the remaining 2 had urinary estrogen titers of 3.4 ard 
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TABLE VII 
Titers of Urinary Estrogen and Gonadotrophin in Women with Cancer of Breast 
Before and After Adrenalectomy 


Gonadotrophin titer, 


Estrogen mouse units /24 hr. 
titcr, 
Status of ovarian 1.U./24 hr., Pre- Post- Response to Hot 
Patient Age function preoperative operative operative adrenalectomy flashes 


N.D. 65 Surgical castration 12.5 40.0 56.0 Good : 
i. 7 Surgical castration 29.5 48.0 42.0 None 
C.K. 33 Surgical castration $3 64.0 56.0 None 
V2. 7 Surgical castration 26.7 134.0 163.0 None 
M.K. 55 Surgical castration 4.5 52.0 52.0 None 
S.P. 63 Spontaneous menopause, 6 yr. 15.5 10.0 125.0 None 
A.Mc. 51 Surgical castration 11.5 37 89.0 Good t 
R.G. 61 Postmenopausal, 9 yr. eo 4 100 Good T 
i N.K. 68 Spontaneous menopause, 21 yr. 15.2 11.0 2.0 Good T 
: L.B. 49 Spontancous menopause, 3 yr. 3.7 87.0 58.0 None t 
F.Mc. 55 Spontaneous menopause, 5 yr. 40.2 47.0 $5.0 Good t 
K.P. 42 Spontancous menopause, 2 yr. 13.5 128.0 200.0 Good N 
S.T. 51 X-ray sterilization 21.0 13.0 56.0 None ’ 
M.L. 38 X-ray sterilization 39.8 16.0 65.0 Good ‘° t 
54 Spontaneous menopause, § yr. 16.0 6.5 16.0 Good t 
* 3 to 6 times daily. T 6 to 10 times daily. 
f 1 to 3 times daily. § More than 10 times daily. 
3.0 1.U./24 hours. Among the 13 patients who had adrenalectomy alone, 11 had no 
estrogen in the urine and 2 showed low titers (3.1 and 0.41.U./24 hours). Repeated 
é determinations of urinary estrogen excretion in these patients two to five months 
following adrenalectomy showed consistent negative findings. It is from these ex- 
perimental data that the author advocates adrenalectomy without oophorectomy in 
: women five or more years past the menopause. 
: A 1953 report by Dao dealt with the measurement of total estrogen in the urine. 
A method for separation of the individual estrogens has since been developed by 
: Brown.** Using Brown's method, Strong et al“ reported in 1956 that the estrogen 
excretion in patients who responded favorably to adrenalectomy did not differ from 
that in patients who showed no improvement after removal of the adrenals. Dao?! 
* reported in 1957 a method of measurement of individual urinary estrogens by paper 
chromatography and bioassay, and pointed out that although adrenalectomy did 
not always abolish the estrogen excretion in the urine marked reduction in the 
amount was always achieved. 
Urinary Gonadotrophin Excretion. Urinary gonadotrophin was measured before and 
r following adrenalectomy in 15 patients by Dao. The gonadotrophin was precipi- 
| tated by alcohol and purified by dialysis; the extract was washed with ether and 
| water and reprecipitated by alcohol. The purified extract was then bioassayed, 
using immature Swiss mice. The preoperative urinary gonadotrophin titers ranged 
from 5 to 128 mouse units/24 hours and the postoperative titers from 16 to 200 


april-june 1960 QUARTERLY REVIEW OF SURGERY 


bee 
ir; 
» 
he 
Was: 
3 
‘|| ae 
| 
| 


mouse units/24 hours. The results indicated that in patients who responded favor- 
ably to adrenalectomy there was a rise of urinary gonadotrophin titer associated 
with the appearance of “hot flashes’’ (table VID). 

Urinary 17-Ketosteroids Excretion. The urinary excretion of 17-ketosteroids in pa- 
tients with breast cancer has been studied.** The total 17-ketosteroid excretion by 
patients with advanced breast cancer before adrenalectomy was of an order similar 
to that of normal women of comparable age. Following adrenalectomy with corti- 
sone maintenance, the total 17-ketosteroid excretion level was decreased. Upon 
complete withdrawal of cortisone, the 17-ketosteroid excretion was further reduced 
until ic became unmeasurable on the fourth or fifth day following the withdrawal 
of cortisone. The major cortisone metabolite is 1l-oxyetiocholanolone; 11-3-hy- 
droxvetiocholanolone is a subsidiary metabolite. Both of these are present in the 
urine of adrenalectomized women maintained on cortisone 

Urinary Excretion of 17-Hydroxycorticosteroids The urinary excretion of 17-hy- 
droxycorticosteroids in patients having advanced breast cancer did not differ from 
that of normal women. Following adrenalectomy, when patients were maintained 
on a 50 mg. ‘day dosage of cortisone acetate, the 17-hydroxycorticosteroid excretion 
was essentially the same as that prior to adrenalectomy. The level of 17-hydroxy- 
corticosteroid excretion decreased when cortisone was withdrawn completely from 
the patients. When cortisone was readministered, the level of excretion returned to 
normal immediately. When ACTH was given to completely adrenalectomized pa- 
tients receiving no cortisone, there was no change in the plasma level of 17-hy- 
droxycorticosteroids and the urinary excretion level remained the same as that prior 
to ACTH testing 

Induction of Lactation in Women with Advanced Breast Cancer. Huggins and Dao** 
reported in 1954 the induction of lactation by lutcotrophin in some women with 
mammary cancer. These investigators postulated that the formation of milk in any 
amount by the breast is a criterion of functional maturity of the mammary epithelium 
and that the potential secretory capacity can be retained by the breasts of human fe- 
male in senility. Dao‘! later demonstrated that adrenalectomy failed to suppress 
lactation, and that only hypophysectomy could successfully suppress it. He ob- 
served that, despite the suppression of lactation following hypophysectomy, these 
patients showed no regression of breast cancer. 


CONCLUSIONS 


Bilateral adrenalectomy has both theoretical and therapeutic significance. Since 
it has been discovered that there is a hormonal component originating in the adrenal 
glands that sustains and propagates the disease in certain types of mammary cancer, 
surgical excision of the adrenal glands of patients subsequently maintained on corti- 
sone therapy has proved effective in inducing regression of these types of cancer. 

The lives of adrenalectomized patients can be successfully maintained with 50 mg. 
of cortisone daily. Intelligent patients can even be taught to regulate their own 


cortisone dosages when needed. In the author's experience, adrenalectomized pa- 


tients can be cared for by their physicians with relative ease. 


An evaluation of nine series of patients undergoing bilateral adrenalectomy for 
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mammary cancer shows that about 43 per cent of a total of 882 cases had an objective 
response to the operation and that the operative mortality is low, although the 
majority of patients operated on in these series were in poor condition. The remis- 
sion in Most patients is transient, but prolonged and profound regression of cancer 
has been observed in a few. Dao and Huggins** reported five year survival in 2 pa- 
tients following adrenalectomy; both these patients had extensive disease and had 
failed to respond to all other therapies prior to this operation. The discrepancy 
in the percentages of remission reported by different investigators can be readily ex- 
plained by such factors as different methods of evaluation and selection of patients 
and the inclusion of results from both oophorectomy and adrenalectomy. A_break- 
down of the data showed that 38 per cent of a total of 238 patients responded to 
adrenalectomy. 

Adrenalectomy should not be done in combination with oophorectomy in pre- 
menopausal women having metastatic breast cancer; it should be reserved for pa- 
tients with recurrence of disease following oophorectomy. Adrenalectomy is ad- 
vised in combination with oophorectomy one to five years after menopause; adre- 
nalectomy alone is sufficient five or more years after menopause. 

Regression of cancer following adrenalectomy has been observed in all sites; how- 
ever, bone, soft tissue, and skin metastases seem to respord better than the visceral 
metastases. Accompanying objective regression, there is always a remarkable sub- 
sidence of cancer symptoms. 

If one compares the average survival of 10 months in women with generalized 
metastases without treatment, there is no doubt that life has been prolonged in most 
patients with objective evidence of improvement after adrenalectomy. When the 
duration of survival in patients with remission is compared with those having no 
remission after adrenalectomy, the therapeutic value of adrenalectomy becomes even 
more evident. With any new form of treatment in clinical medicine, particularly 
one of some complexity, such as adrenalectomy, the criterion must be the value to 
the patient. The clinical results of adrenalectomy fully demonstrate the value of 
this new sufgical procedure. The only comparable effective method of treatment for 
advanced mammary cancer at present is hypophysectomy. 

To compare the effect of hypophysectomy with that of adrenalectomy at this time 
is totally unwarranted. An inherent difficulty in attempting to evaluate and compare 
the clinical results of two comparable therapeutic procedures is the difference of 
opinion among investigators regarding criteria of evaluation. Furthermore, it is an 
established fact for those who have studied breast cancer extensively that it is bi- 
ologically one of the most variable of diseases. There is at present no established 
criterion of evaluation that is applicable to diseases of this nature. In the author's 
experience with 42 hypophysectomies for advanced breast cancer, the results were 
about comparable to those of adrenalectomy. Furthermore, hypophysectomy per- 
formed on 10 patients who previously had had adrenalectomy did not produce any 
regression of cancer; they all succumbed to the disease, 1 patient after 15 days, ard 
the others in 2 to 4 months. This was also the experience of Hellstrom and Franks- 
son.*! These results suggest that hypophysectomy accomplished nothing more than 
the removal of gonadotrophic and adrenotrophic factors. Whether growth hormone 
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is a factor in the genesis of mammary cancer 1s still to be proved. The effect of pro- 
lactin in the growth of mammary cancer is not clearly understood; however, it has 
been observed that, although hypophysectomy can suppress lactation, it fails to 
induce regression of the disease. 

In the author's opinion, adrenalectomy and hypophysectomy are comparable 
ablative procedures for metastatic breast cancer. With an experienced neurosurgeon, 
the results of hypophysectomy are probably comparable to those of adrenalectomy; 
otherwise, mortality and morbidity are far greater in hypophysectomy than in 
adrenalectomy. Furthermore, postoperative management of diabetes insipidus and 
myxedema are often more complicated for the patient than appears to the physician. 
It is a misconception that maintenance of salt metabolism in adrenalectomized pa- 
tients is a problem. For more than 50 per cent of the author's patients, especially 
those who had lymphedema of the arms or massive pleural effusions, sodium chloride 
was not prescribed. They were maintained on 37.5 to 50 mg. of cortisone daily only, 
with no sign of salt depletion. The removal of aldosterne does not seem to affect 
the salt metabolism to any significant degree in adrenalectomized patients main- 
tained on cortisone only. 

Selection of patients for adrenalectomy unfortunately is difficult. There is so far 
no definitive method for predicting the hormone responsiveness of cancer. Urinary 
excretion of estrogen may be helpful in some instances, but it is not applicable tor 
general use. The so-called estrogen-stimulation test 1s only applicable to a very few 
patients with osscous metastases. 

The most important change in hormone excretion in women after adrenalectomy 
is the disappearance or marked reduction of estrogen excretion in the urine. Al- 
though the reduction of estrogen does not necessarily mean that there is a regression 
of disease, it seems certain that such reduction 1s conditional to the regression of 
cancer. Studies of other hormonal excretion before and after adrenalectomy were 
not significant. 


A frequent question is whether it is worth while to do adrenalectomy in patients 


who have demonstrable metastases without any preliminary hormonal therapy such 


as administration of ardrogens or estrogens. This question can be answered only 
when the result of a well-conducted randomized study of adrenalectomy versus hor- 
monal therapy is performed. Despite the conclusive evidence presented that adre- 
nalectomy has benefited more patients with metastatic cancer of the breast than 
administration of either ardrogen or estrogen, the lack of a method for selection of 
the hormone-responsive breast cancers, together with some complexity in the post- 
operative management of adrenalectomized patients, will continue to make many 
surgeons reluctant to advise adrenalectomy for patients whose cancer might thus be 
controlled and whose lives might be rendered active and comfortable. 
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College of Nutrition Is Formed by MD's 
to Promote Metabolic Research and Therapy 

Formation of the American College of Nutrition was announced on Oct. 26, 1959, 
by a group of New York and New Jersey specialists in nutrition, metabolic diseases, 
and gastroenterology. The college will not be limited to physicians in these fields 
but will also include gerontologists, endocrinologists, surgeons, and others. Its 
purpose is to promote postgraduate research and education in therapeutic nutrition 
the supply, transport, and utilization of materials for the building, maintenance, 
and reproduction of cells, structures, and systems of the human body. 

The college is incorporated as a nonprofit organization subject to American Medical 
Association regulations. Its annual meeting will precede the A.M.A. convention in 
the same city cach year, with the first meeting scheduled for Miami, Fla., in June, 
1960. Fellows of the new college will Be entitled to use the initials “*F.A.C.N.” 

Physicians eligible for fellowship are those whose professional activity is chiefly 
concerned with metabolism and nutrition—as in the treatment of such diseases as 
spruc, diabetes, gastrointestinal disorders, or conditions in which electrolyte balance 
and metabolite supply to the tissues are involved. Both fellowships and associate 
fellowships will be granted by the college. The administrative office of the organ- 
ization is at 19 Oak Street, Livingston, N. J. 
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surgery abstracts 


PREOPERATIVE AND POSTOPERATIVE THERAPY 


25. Occurrence of Painless Acute Surgical Disorders in Psychotic Patients. 


E. MARCHAND, BENJAMIN SAROTA, HENRY C. MARBLE. THEODORE M. LEARY. 
CHARLES B. BURBANK, AND MARTIN J. BELLINGER, Boston, Mass. New 
England J. Med. 260:580-585, March 19, 1959. 


Pain, one of the most diagnostically valuable symptoms of many disorders, often 
may not be encountered in psychotic patients. In the present study of surgical 
disorders that are accepted by the medical profession as having, in the fully con- 
scious patient, a high prevalence of pain (95 per cent or higher), pain as a present- 
ing symptom was found to be absent in 21.4 per cent of psychotic patients with 
acute perforated peptic ulcer, in 36.8 per cent with acute appendicitis, and in 
11.3 per cent with fracture of the femur. The part that age. type of psychosis, 
and the intensity of pain itself may play in the frequency of absence of pain in 
psychotic patients is commented upon, and it is further noted that, although 
these patients perceive pain in normal fashion in test situations, the meaning of 
pain is believed to be lost to them, and they are then left nonresponsive to painful 
processes. The psychotic state of the patient and the resultant uncooperativeness 
and confusion, as well as the delay in diagnosis engendered by the lack of complaint 
even of severe pain, are often pointed to in the literature as the cause of the higher 
than usual mortality that attends surgical practice in a mental institution. In the 
present study there were no deaths in patients treated for acute perforated peptic 
ulcer or acute appendicitis, and the mortality in fracture of the femur was found 
to be no higher than that found in general hospitals. 9 references. 7 tables. 
\uthor’s abstract. 


NEUROSURGERY 


26. The Effects of Section of the Pituitary Stalk in Malignant Disease. CAMPBELL 
CONNOLLY AND A. M.S. CONNELL, Birmingham, England. Brit. J. Surg. 46: 
118-121, Sept. 1958. 


Detailed studies of the blood supply of the pituitary gland have shown that the 
anterior lobe receives its blood through portal vessels lying in the stalk and sub- 
stance of the gland. Blood reaches these vessels from the superior and inferior 
hypophysial arteries, which form an arterial ring about the gland and a vascular 
network over the stalk. It has. therefore, been suggested that division of the 
pituitary stalk and coagulation of its distal end might produce sufficient necrosis 
of the anterior lobe to be as effective as hypophysectomy in the treatment of some 
forms of cancer. Three cases are described in which the pituitary stalk was di- 
vided in this way. In a man with carcinoma of the prostate, considerable im- 
provement occurred immediately, but when total hypophysectomy was performed 
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10 days later approximately 25 per cent of the anterior lobe appeared to be healthy 
although 75 per cent had become necrotic. A woman with multiple metastases 
from carcinoma of the breast showed similar improvement, but, after total hy- 
pophysectomy 18 days later, histological examination showed that approximately 
80 per cent of the anterior lobe remained viable. Another patient with multiple 
metastases from the carcinoma of the breast showed remarkable improvement 
that lasted for about two months. Her condition then began to deteriorate again, 
and, when after five months the pituitary body was removed post mortem, the 
anterior lobe was found to be normal in size and normal histologically apart from 
a small area of scar tissue. 

It was considered that improvement may have been due partly to necrosis in the 
anterior lobe, partly to dysfunction of the lobe owing to ischemia, and possibly to 
interruption of hypothalamic control. With survival of a significant part of the 
anterior lobe, improvement following stalk section is likely to be temporary only; 
the third case demonstrated that the anterior lobe is capable of regeneration. 
Total hypopkysectomy should remain the operation of choice, but if this is not 
possible division of the stalk may be expected to produce transient improvement. 
8 references. 6 figures. Author's abstract. 


PLASTIC SURGERY 


Open Method Treatment of Burns with Aerosol Spray. ALAN A. KANE, IRVING 
RUDOLPH, MOHAMMED 8. SAYDJARI, HAROLD ROSENHAUS, AND HAROLD FINK, 
Brooklyn, N. Y. Am. J. Surg. 97:211-216, Feb., 1959. 


Burn cases are treated by the open method in conjunction with the use of an 


aerosol spray containing benzocaine in a special oil base. The cases are segregated 
under the care of a team especially trained in treating this form of trauma. A 
knowledge of pathologic physiology and of fluid, electrolyte, and protein require- 
ments is essential. Burn areas are cradied and covered by sterile sheets and im- 
mediately sprayed with the aerosol. The spray is used every hour for the first 
24 hours, and then four times daily as indicated for relief of pain and restlessness. 
The percentage area of burns is calculated via the rule of nine. Fluid requirements 
are calculated by multiplying the percentage of body area involved and the body 
weight in pounds. The quotient is the number of ml. of fluid required for 24 hours. 
This is an approximate evaluation that is modified as the patient requires. The 
medication was demonstrated to be nontoxic by daily laboratory tests for benzo- 
caine that proved that there was no absorption. Surgical debridement and skin 
grafting was not impeded. Medication is applied rapidly, and pain is minimized 
to an extent that is most gratifying to the patient and simplifies the tasks of the 
attendants. The eschar forms rapidly and. lessens the loss of body fluids. Infee- 
tion beneath the crust is minimal. 12 references. 2 figures. 4 tables.—Author’s 
abstract. 


Over the years, many sorls of spray treatment have been recommended for burn 
wounds, Reliable evaluation of this therapeutic measure and of the particular agents 
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used has always been extremely difficult. It is noleworthy that none of these procedures 
lo date has attained general or permanent acceptance. In this connection, it is perti- 
nent lo observe thal surface bacteria in burn wounds tend to mulliply rapidly under 
any oily or greasy covering, that burned surfaces become abnormally permeable to mi- 
croorganisms and lorins, especially during the first few days post trauma, thal con- 
siderable amounts of blood proteins and body fluids (critical amounts in large burrs) 
may be lost interstitially in and around these wounds (losses thal must not be over- 
looked in the enthusiasm for eschar formation), and that, except possibly for a brief 
period immediately following the injury, adequate systemic trealment of severely burned 
patients is a much more urgent and critical consideration than the particular form of 
dressing or local application.-P. B. P. 


THORACIC SURGERY 


28.  Mediastinal and Pulmonary Angiography as an Aid in Delermining the Re- 
seclability of Primary Lung Cancer: A Preliminary Report. DOUGLAS FE. 
SANDERS, DONALD C. STEELE, AND NORMAN C. DELARUE, Toronto, Canada. 
Canad. J. Surg. 2:147-155, Jan., 1959. 


Thirty patients with hilar lesions were examined in the frontal or oblique posi- 
tions without anesthesia using a serial biplane Elema roll film changer. Sodium 
acetrizoate was injected by automatic syringe through a large end hole catheter 
with its tip placed at the junction of the innominate vein and superior vena cava. 
Criteria of nonresectability included involvement of superiot vena cava, main 
pulmonary artery, right pulmonary artery proximal to its bifurcation, left) pul- 
monary artery within 1.5 em. of its origin, major pulmonary veins, left atrium, 


and pericardium, Twenty-six cases had pathologically proved primary lung cancer. 
Seven had evidence of nonresectability by bronchoscopy, skeletal survey, barium 
examination of the esophagus, scalene biopsy, or other clinical studies. Angiog- 
raphy corroborated nonresectability in 5 of 7 patients. Nineteen remaining cases 


seemed potentially resectable before angiography. Nine of these were nonresec- 
table on the basis of angiographic findings. One case considered resectable after 
angiography was nonresectable because of mediastinal metastasis remote from the 
great vessels. It is suggested that this examination may substantially reduce the 
number of patients subjected to a fruitless thoracotomy.— 10 references. 11 
figures. 3 tables.—Author’s abstract. 


This is a useful lechnique, easily performed and interpreted.—M. M. BR. 


ABDOMINAL SURGERY—HERNIA 


29, Strangulated Femoral Hernia: A Review of 170 Cases. PRANK A. ROGERS, Los 
Angeles, Calif. Ann. Surg. 149:9-20, Jan., 1959. 

The general features of strangulated femoral hernia were outlined, and the results 

from a study of 170 cases of acute incarcerated femoral hernia, seen between 1911 

and 1955 at the College of Medical Evangelists Surgical Service at the Los Angeles 
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County General Hospital, were summarized. There were 116 women and 54 men. 
Seventy per cent of the patients were 60 to 90 years of age. There were 115 right- 
sided and 419 left-sided strangulations. The mortality was only 6 per cent for the 
release and repair of the left-sided hernias, but was 15 per cent for those inear- 
cerating on the right. The seriousness of delayed or incorrect diagnosis was em- 
phasized. The majority of cases were diagnosed in less than 24 hours with a 
resultant mortality of 8.3 per cent. This mortality increased to 47 per cent when 
diagnosis was delayed beyond 24 hours. 

The influence on mortality of age, sex, presence of other associated diseases, 
electrolyte imbalance, duration of operative time, sac contents, and the site af- 
fected was summarized. The majority of deaths occurred in the age groups over 60. 
The over-all mortality for women was 10 per cent with LL deaths in 116 cases, 
Whereas mortality for the men was 20 per cent. When serious associated diseases 
were also present, the male mortality increased to 35 per cent and the female to 

8.5 per cent. There were 35 bowel resections for gangrenous small bowel, with 9 
deaths or a 26 per cent mortality. Postoperative complications occurred in 37 
patients. and there was a 6.6 per cent wound infection rate. > good surgical 
approach is important in handling strangulated bowel and achieving a good repair. 
The Cheatle-Henry extraperitoneal retropubic operation was described and illus- 
trated and is an excellent approach. Elective repair of all femoral hernias is ed- 
visable. 10 references. 1 figure. 18 tables. Author's abstract. 


The Cheatle-Henry procedure ts superior to all others for the management of this 
problem. Also, it is readily applicable when laparotomy has been done with the as- 
sumplion that the obstructing mechanism is intra-abdominal. Additionally, this ap- 
proach greatly facilitates operative decompression of the intestine. J. B. 


STOMACH AND DUODENUM 


30. Sublotal Gastric Resection with Reconstruction of a Neostomach t tilizing the 
Transverse Colon. dD. HYDER WATKINS AND GUILLERMO EF. ARAGON, Denver, 
Colo. Bull. Soe. Internat. Chir, 17:272-286, Sept., 1958. 


Cases of subtotal gastrectomy are presented in which the gastrointestinal con- 
tinuity was restored by interposing a segment of the transverse colon between the 
gastric stump and the duodenum. [t is generally agreed that extended subtotal 
gastrectomy renders patients free from = previous ulcer symptoms and greatly 
decreases the chances of recurrent jejunal ulcer. Radiologically, there is usually 
no filling of the afferent loop, and the stomach remnant empties in one-half to one 


hour. However, a majority of such patients do not gain weight and have minor 


postcibal symptoms. The so-called postgastrectomy syndrome includes not only 
certain postcibal symptoms but also a considerable loss of the ability to gain weight 
and renders these patients incapable of work demanding great activity. 

The salient points of these cases are compared. A resection of 75 to 80 per cent 
of the stomach (in cases of duodenal ulcer) is an essential preliminary to reduction 
of the gastric hypersecretion. The use of a segment of the transverse colon makes 
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possible a reconstruction of the Billroth I type in all cases following completion 
of the gastric resection. From the anatomical point of view the segment of trans- 
verse colon is ideally adapted for restoration of the retentive function of the 
stomach: food is retained in the reconstituted stomach from whence it passes slowly 
to the duodenum. The early results suggest that the preservation of duodenal 
function in its entirety is of importance. In the authors’ experience, all the cases 
of colonic transplants have presented transitory postoperative disturbances during 
the re-establishment of the motility of the transplanted segment: they have not 
met any cases of postgastrectomy syndrome. However, prolonged observation of 
this group of patients is necessary in order to assess the possibilities of development 
of recurrent or marginal ulceration. 24 references. 5 figures. Author's abstract. 


The authors are rightfully reluctant to draw any conclusions until a follow-up study 
of five or more years is possible. J. M.W. 


31. A Postmortem Analysis of 812 Gastroduodenal U leers Found in 20,000 Consecu- 
live Aulopsies, with Emphasis on Associated Endocrine Disease. EDWIN H. 
ELLISON, JEROME S. ABRAMS, AND DARELL J. sMrra, Columbus, Ohio. Am. 
J. Surg. 97:17-30, Jan., 1959. 


\ review of 812 gastroduodenal ulcers found in 20,000 consecutive autopsies was 
carried out to determine the possible relationship between the endocrine system 
and acid peptic disease. The paucity of associated disease in the pituitary, the 
thyroid, and the parathyroids leads the authors to the belief that these endocrines 
play little or no role in the pathogenesis of peptic ulcer. [t seemed significant, 
however, that 26 instances of islet cell abnormality, including three benign adeno- 
mas, two malignant tumors, and two islet cell hyperplasias, were found and that 
adrenal cortical hyperplasia had occurred in 13.2 per cent of the ulcer patients, an 
occurrence twice that seen in the entire series of autopsies. These findings were 
interpreted as giving added support to the hypothesis that non-beta islet cells of 
the pancreas and the adrenal gland may be of significance in ulcer disease. The 
incidence of diabetes mellitus was greater than in the general population, suggest- 
ing that diabetes does not protect against acid peptic ulceration. Concomitant 
central nervous system lesions were found in 37 per cent of the patients with 
acute ulcer and only 7 per cent of those with chronic lesions. A possible mech- 
anism of these Cushing-like ulcers was discussed. 54 references. 5 figures. 9 
tables. Author's abstract. 


Perhaps the cortical hyperplasia may be of even more significance than the islet cell 
abnormality as far as a relationship to peplic ulceration is concerned._J.M.W. 


32. Clinical Diagnosis in Gastroinlestinal Hemorrhage, a Planned Investigation 
Including Arleriographic Studies of the Human Stomach. joHN kK. WAGSTAFF, 
Brighton, England. Gastroenterology 36:26—44, Jan., 1959. 


To assess the value of the symptoms and signs for diagnosing the cause of 
hematemesis and melena, the author has analyzed his personal observations on a 
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series of 250 patients and then applied his findings to the diagnosis of a second series 
of 100 patients admitted for hematemesis or melena. In the first series, the in- 
cidence rates of certain features of gastric ulcer differed significantly from those 
observed for duodenal ulcer. In the second series, the majority of the duodenal 


ulcer patients gave a typical history whereby this lesion could be diagnosed with 
considerable assurance. The location of gastric ulcer in this study differed from 
that observed in studies of gastric ulcer that include other modes of presentation 
besides hemorrhage. In particular the majority of the acute ulcers lay on the 
posterior wall adjoining the upper two thirds of the lesser curvature. Evidence 
that the different location of gastric ulcers in patients presenting with hemorrhage 
may be determined by the gastric arterial pattern is provided by arteriographic 
studies of the human stomach. By dissecting the entire submucosa off the sero- 


muscular coat of the injected stomach, the author has defined particular areas 
where relatively large arteries are vulnerable to erosion by shallow ulcers. The 


literature relevant to this study is reviewed, and differences in the material of the 
reported series are considered in a comparison of results. 33 references. 4 figures. 


10 tables.— Author's abstract. 


This study emphasizes the importance of an accurately laken history and the need 


lo interpret it from experience. J. M. W. 


INTESTINES 


33. Crohn's Disease. 4. v. Leeds, England. Brit. J. Surg. 46:193-206, 
Nov., 1958. 


The author reviewed 108 cases of Crohn's disease, half of whom were followed 
more than five years, and one third more than 10 years. He divided the patients 
into three categories according to the length of their history before operation. 
Those patients with a short history (less than one month) were found to do well 
after operation, whether that operation were a simple laparotomy, a by-pass oper- 
ation, or an excision. Only 12 per cent of these patients with acute Crohn's disease 
suffered a recurrence. On the other hand, when the history before operation was 
longer than two years, 65 per cent of those followed for more than five years had 
recurrence. For the intermediate (subacute) group, the recurrence rate was 22 
per cent. Symptoms of recurrence include severe diarrhea, steatorrhea, anemia, 
hypoproteinemia, intestinal obstruction, and fistulas. Of every 3 patients who 
suffered recurrence, 2 did so within a year of the primary operation. Once the 
disease has recurred, it is unlikely to be brought permanently under control by 
medical or surgical means. 

Seven patients are reported in whom there appeared to be some connection be- 
tween Crohn’s disease and ulcerative colitis. Although the nature of this con- 
nection is obscure, it may be a very diflicult thing to differentiate between the 
two diseases clinically and even sometimes histologically. 

The treatment of Crohn's disease should be basically conservative, but it is 
doubtful whether operation (excision or short circuit) that may be forced on the 
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surgeon by the presence of complications is in itself harmful. 21 references. 18 fig- 
ures. 6 tables.—Author’s abstract. 


This summary presents the conclusion thal the more acute the onset the grealer the 
ltkelihood that the process will heal without becoming chronic. The inherent iumpli- 
cation regarding indication for surgery is in consonance with the generally held opinion 
favoring conservalism.—C. J. B. 


34. Implantation Metastases from Cancer of the Large Bowel. PETER BOREHAM, 
Cheltenham, England. Brit. J. Surg. 46:103-1L08, Sept., 1958. 


From previously published work it is now well established that metastases occur 
from carcinomas of the large bowel by implantation of cells derived from the pri- 
mary growth by desquamation into the lumen of the bowel. Implantation may 
occur on any raw surface in the bowel below the growth, or at the anus, or at the 
suture line following restorative resection, unless suitable measures are taken to 
prevent it. The measures described by Goligher, Dukes, and Bussey are effective. 
and their use has reduced the incidence of implantation metastases on suture lines 
after restorative resection almost to the vanishing point at St. Mark’s Hospital. 
One example of such spread occurring after the occluding clamp had slipped and 
other examples of implantation metastases occurring from cells within the lumen 
of the bowel are described. Probably, however, carcinoma cells are also shed from 


the peritoneal surface of a bowel carcinoma and give rise to the widespread peri- 


toneal deposits seen in late cases and to the occasional metastases occurring 
in the abdominal wound. Several such cases are described; the incidence of 
them is discussed and found to be surprisingly low. The reason for this is 
discussed, and sections are reproduced to show how the peritoneum, where it is 
puckered over a growth, proliferates to protect the peritoneal cavity from the 
growth until a late stage. Methods of further reducing the incidence of recurrence 
from this cause are discussed. 10 references. 8 figures. Author's abstract. 


This ts another valuable contribution emphasizing the need for betler concepts regard- 
ing surgical control along the dynamic avenues of spread of cancer during surgical 
operation... J. B. 


BOOK REVIEWS 


To Work in the Vineyard of Surgery: The Reminiscences of J. Collins Warren, 184?2- 
1927. EDWARD D. CHURCHILL, editor. Cambridge. Mass. Harvard University 
Press, 1958. 288 pp. 3 illus. $6.00. 


Many biographies of surgeons are written by or about ordinary men. This book 
is neither about nor by an ordinary man. As is well known, Dr. Warren came 
from one of the longest lines of surgical families this country has ever known 
his great-grandfather was a surgeon in the American Revolutionary Army. drew 
up the plans for Harvard Medical School, and was its first professor of anatomy 
and surgery: his grandfather performed the famous operation in Ether Dome on 
Cctober 16, 1816; and he himself wrote a number of outstanding surgical texts and 
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was a surgeon and teacher for about half a century. The life of Dr. Warren not 
only affords an overview of the development of surgery in America but also pro- 
vides a description of surgery in Europe in the 1860's, when he had his European 
Reisejahr. With the appendices, notes, and comments by Dr. Churchill. this is 
indeed a storehouse of information that should be read by all who are interested 
in surgical biography and history.--/lenry \. Harkins. 


Christopher's Minor Surgery, ed. 8. ALTON OCHSNER AND MICHAEL FE. DE BARKEY, 
editors. Philadelphia. W. B. Saunders Co., 1959. 539 pp. 347 illus. $10.50. 


This new edition is as comprehensive and authoritative a treatise as previous 
editions. There are three new chapters ‘Injuries of the Hand,” “Diseases of the 
Breast.” and “Physical Treatment in Minor Surgery” —and the entire book has 
been brought up to date with regard to minor details. There are excellent dis- 
cussions of general principles and specific indications for various forms of physical 
therapy, of the conduct of the house officer, and so on. Although the new chapters 
on hand injuries and diseases of the breast are disappointing because of their 
brevity (they are litthe more than outlines of a few problems), there is no doubt 
that the book will continue to be popular with the medical student, the surgical 
house officer, and the general practitioner. Hilding H. Olson. 


E-rperimental Surgery, ed. 4. 3. MARKOWITZ, J. ARCHIBALD, AND H. G. DOWNIE. 
daltimore. Williams & Wilkins, 1959. 931 pp. 580 illus. $12.50. 


Those who are familiar with the previous editions of this book will be glad to 
know that the fourth edition is even more useful than the third. For those who 
are not familiar with the book, it is, in the opinion of this reviewer, the most valu- 
able book on experimental surgery available (the reviewer has all three previous 
editions in his library). The fourth edition represents a considerable expansion of 
the third; for example, the material on the heart occupies more than three times 
as many pages, with a corresponding increase in the number of illustrations. New 


advances in techniques in all fields have been incorporated: thus, in the chapter on 


vascular surgery, crimped nylon and other recent technical developments are dis- 
cussed. The bibliography has been brought up to date. The book is mandatory 
for courses in animal surgery for medical students and should be purchased by all 
surgical and animal experimental laboratories whether run by physicians or veter- 
inarians./lenry \. Harkins. 


The Surgical Trealment of Bone and Joint Tuberculosis. RoBeRT ROAF. W. H. 
KIRKALDY-WILLIS, AND A. J. M. CaTHRO. Baltimore. Williams & Wilkins (FE. 
Livingstone), 1959. 137 pp. 90 illus. $7.00. 


This excellent small monograph describes the treatment of bone and joint 
tuberculosis in Nairobi, Kenya, and Oswestry, England. The authors stress the 
fact that tuberculosis in the African or Asian appears to be different from that in 
the European and American in that it is more fulminating and caseous rather than 
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fibrotic. This in no way detracts from the usefulness of the book to the American 
reader, for it is a clear, concise presentation of modern management of bone and 
joint tuberculosis and the illustrations and photography are excellent. 

The author's approach is conservative, though 10 years ago it would have been 
considered radical. Tuberculous abscesses are evacuated early. An attempt is 
made to save motion in all synovial joints unless there has been bone destruction, 
when early fusion is done. Rest is recommended, but not to the extent of absolute 
immobilization or prolonged hospitalization as has heretofore been advocated. Dif- 
ferential diagnostic problems and the need for establishing bacteriological and 
tissue diagnosis are presented. The chapters on the spine and on Pott's paraplegia 
are excellent; diagnosis and conservative treatment are discussed, and the various 
surgical approaches are presented. The controversy as to anterior body fusion 
versus posterior fusion is discussed, with the authors leaving it to the reader to 
decide the method of choice. The authors have not attempted to list an all-in- 
clusive bibliography or to present statistics, though for those interested they review 
their results in 528 cases. The book is to be recommended to all orthopedic resi- 
dents, physicians, and surgeons who treat bone and joint tuberculosis.D. Aay 
Clawson, 


The New Iliustrated Medical Eneyclopedia for Home Use: A Practical Guide to 
Good Health. RoBeERT E. ROTHENBERG, editor. New York. Abradale Press, 
1959. 1454 pp. $50.00. 


This handsome four volume set is a monumental work, an achievement of great 


value and interest for the lay public. Profusely illustrated and beautifully de- 
signed, the encyclopedia is a credit to the publisher, the editor, and the editorial 
stalf of 18 physicians and surgeons. 

More than 7500 questions and answers pertaining to all branches of medicine 
and surgery are included in these volumes. Each chapter is written by a qualified 
specialist who has compiled the questions asked most often by his patients and 
answered them in easily understood, nontechnical language. Topics covered range 
from specific disease processes to organs of the body in healthy and diseased states, 
as well as less usual subjects such as alcoholism, child behavior, and infant feeding 
and bowel function. 

Numerous special and unusual features are included in this outstanding set. 
To mention just a few, there are a detailed manikin in natural colors identifying 
more than 300 parts of the human anatomy, valuable charts of communicable dis- 
eases, immunization charts, more than 10 diets for various conditions, and a thor- 
ough listing of definitions of medical terms. Also included is a helpful section on 
emergency first aid, printed on colored paper for easy reference. Each volume is 
individually indexed, and volume 4 includes a complete index of the entire set. 

The editor is careful to warn readers of the encyclopedia that it is not intended 
as a guide for self-treatment and that a physician should be consulted for dis- 
orders requiring individual examination and treatment. 

This encyclopedia is in every respect a remarkable achievement. 
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obstetries abstracts 


NORMAL PREGNANCY INCLUDING DIAGNOSTIC TESTS 
25. Leucine Aminopeplidase in Pregnancy. 1. 4. Baltimore, Md. Obst. 
& Gynec. 14:488-190, Oct., 1959. 


Serum leucine aminopeptidase activity was studied in pregnancy from six weeks 
to term, and in the postpartum period from the first to the ninth day and again 
at six and eight weeks. It was found that the activity of this enzyme gradually 
increased during pregnancy, reaching its maximum level at term. After delivery, 
activity decreased until the normal nonpregnant level was reached between the 
sixth and eighth week post partum. Eighteen pregnant women who developed pre- 
eclampsia or had chronic hypertensive disease showed no alteration in leucine 
aminopeptidase activity when compared to normally pregnant women. The ac- 
tivity of the enzyme was also studied in 8 placentas at 10, 24, and 10 weeks. There 
was no change in the level of activity per Gm. of tissue in any of the placentas. 
The increase in leucine aminopeptidase is too gradual to be useful as a test in early 
pregnancy. 6 references. 2 figures. Author's abstract. 


The very gradual increase in leucine aminopeptidase noled in the first four or five 
months of preqnancy discourages the possibility of using aminopeplidase activity in 
the differential diagnosis of normal pregnancy and mole. James HH. Ferguson. 


26. The Effect of Empirical Thyroid Substances on Pregnancy. Dp. FRANK KALT- 
REIDER, BENSON ©. SCHWARTZ, EVELYN RICE, AND JOSEPH B. WORKMAN, 
Baltimore, Md. Obst. & Gynec. 14:148-451, Oct... 1959. 


No positive benefit to the pregnancy was found when thyroid substances were 
given. empirically to pregnant women. Further study is needed to determine 
whether or not the infant may obtain some benefit in regard to condition at birth 
and infections. Thyroid substances may depress the thyroid appreciably in as 
many as 50 per cent of patients. 9 tables. Author's abstract. 


The value of administering thyroid to the euthyroid patient has yet to be proved. 
Classically, women are most subject lo thyroid difficulties al menarchy, pregnancy, 
and menopause. Most often these difficulties result from simple colloid goiters. How- 
ever, thyroid medication should be given during pregnancy with a certain amount of 
reservation. The administration of erogenous thyroid may be associated with the 
development of antibodies that can cross the placenta and may be one of the factors in 
producing cretinism in infants. Although this etiologic possibility has by no means 
been proved conclusively, preliminary dala is certainly suggestive J.C. Ullery. 
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The Cervis in Pregnancy and the Postpartum Period. 1. The Correlation of 
Cerlain Clinical Factors with the Clinical Appearance of the Cervir. LORNA 
D. JOHNSON, MINDEL C. SHEPS, AND CHARLES L. EASTERDAY, Boston, Mass. 
Obst. & Gynec. 14:452—-160, Oct.. 1959. 


The cervixes of a random sample of 3146 prepartum women were examined before 
and after the use of Schiller’s solution; 254 were re-examined post partum. A 
cervix completely covered with epithelium that stained dark brown with Schiller’s 
solution was called normal. Any area about the external os that appeared abnormal 
on first inspection was called an erosion, An area that was normal on first inspec- 
tion but failed to stain with Schiller’s solution was called Schiller positive. The 
relationship of certain clinical factors to the clinical appearance of the cervix was 
studied. The findings of special interest were: (1) Pregnancy per se had little 
or no tendency to produce erosions. (2) The first delivery had a small but signifi- 
cant tendency to produce erosions of the cervix; subsequent deliveries did not. 
(3) The number of both pre- and postpartum erosions was s‘gnificantly lower in 
multigravid patients who had had cervical cauterization prior to the current preg- 
naney. (4) Age at the time of examination was closely related to erosion of the 
cervix. Erosions were more common in younger women and decreased in preva- 
lence as age progressed. (5) The frequency of erosions was not related to age 
at the time of marriage, circumcision of the husband. or duration of marriage. 
11 references. 3 figures. 6 tables.— Author's abstract. 


This sludy brings up some interesting points, the first being thal cervical erosion is 
more common in younger patients. This may be due to the ability of the squamo- 
columnar junction to shift from the erternal portio lo the endocervical canal in the 
vounger patient. It would seem thal effacement and dilatation al the lime of delivery 
would predispose lo more cervical erosions in the postpartum period. It should be the 
policy to caulerize all erosions and infecled cervires. The statistics of Young in Boston 
have suggested thal the incidence of malignancy is increased in cervires in which a 
chronic infection has been allowed lo persist.— J. C. Ullery. 


28. Carbohydrale Melabolism in Pregnancy. Lactic Acid Production Following 
Insulin Administralion. RICHARD L. BURT AND ROBERT P. PULLIAM, Winston- 
Salem, N. C. Obst. & Gynec. 14:518-522, Oct., 1959. 


Insulin resistance, as evidenced by alterations indicative of altered peripheral 
utilization of glucose, develops during the course of normal pregnancy. In order 
to characterize these alterations further, the authors investigated lactic acid pro- 
duction following intravenous administration of insulin. Twenty normal sub- 
jects between 36 weeks and term were studied together with 20 normal nonpregnant 
controls. A fasting sample was obtained without stasis. At 5, 10, 20, 40, and 60 
minutes following administration of a test dose of HGF-free insulin blood was 
collected without stasis and immediately analyzed for blood sugar (Somogyi- 
Nelson), inorganic phosphorus (Fiske-Subbarow), and lactate (Barker and Sum- 
merson). The data were analyzed in terms of glucose and phosphate decrements 
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and lactate increments during the one hour observation period. Previous reports 
of insulin resistance in terms of glucose and phosphate decrements were confirmed. 
Striking differences in basal lactate concentrations and lactate production follow- 
ing insulin were observed. Basal lactate values were significantly higher in the 
pregnant group; however, insulin administration resulted in only a slight elevation 
in lactate as compared to marked increases observed with control subjects. The 
loss of insulin sensitivity, as shown by a lessened hypoglycemic response and by a 
diminished lactate production, permits the interpretation of a metabolic block at 
some point in the Embden-Meyerhof glycolytic cycle. The increased level of lactic 
acid during pregnancy remains unexplained. 35 references. 2 figures. 2 tables. 
abstract. 


It has been assumed that in the last trimester insulin resistence is in large measure 
due lo preduction of glucocortocoid by the placenta, It is interesting to nole thal fol- 
lowing insulin administration there is a lessened hypoglycemia response and only a 
slight elevation in lactate in the pregnant patient when compared to control subjects. 
1 metabolic block in the Krebs evcle has been postulated and cerlainly merits further 
eraluation..Jd. C. Ullery. 


Early Diagnosis of Multiple Preqnaney. CHARLES A. NOVOTNY, WILLIAM kK. 
HASS, AND DWIGHT 4. CALLAGAN, Portsmouth, Va. J.A.MLA. 777:880-884, 
Oct. 17, 1959. 


In order to give special attention early in pregnancy to the high perinatal mor- 
tality and increased complications associated with multiple gestations, as well as 
the growing concern for irradiation hazards, the authors investigated the use of the 
electroencephalograph to establish the early diagnosis of multiple gestation. A 
standard Grass Model IIL electroencephalograph with 18 abdominal leads was 
used. A systematic search was made of the abdomen of prenatal patients for 
electrical evidence of fetal cardiac activity. It was found that the age of gestation 
affected success in recording fetal cardiac electrical activity. The most favorable 
time for performing the test was found to be the twentieth through twenty-seventh 
weeks of gestation. Criteria for identification of the fetal heart activity are: (1 
A regular rhythm with rate that varies little within a 10 second period, (2) a uni- 
form appearance of the fetal ORS complex, and (3) a relatively slower frequency of 
the fetal ORS complex when compared to “background noise.” Twin complexes 
also conformed to the above criteria. Three hundred and twenty-one tracings 
were taken from 295 patients. An accurate diagnosis of single or multiple preg- 
nancies or evidence to support the diagnosis of intrauterine fetal death was made 
in the vast majority of patients studied. Because of its accuracy, ease of applica- 
tion, and safety, as well as patient acceptance, this test is now routinely employed 
in suspected cases of multiple gestation or intrauterine fetal death at the U.S. 
Naval Hospital, Portsmouth, Va. 18 references. 6 figures. Author's abstract. 


This method and felal electrocardiography will prove to be very useful in determining 


multiple pregnancies as well as fetal position. There is a certain fired cost and er- 
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pense in maintaining the equipment, bul once il is established it has many clinical 
uses, as has been pointed oul by Hon of Yale. Certainly this is an erample. It should 
be noled that the equipment should be in a screened-in room, as in our own clinic a 
neighboring television slalion presented cerlain technical difficulties. —J. C. Ullery. 


PATHOLOGIC: PREGNANCY 


30. Failure to Demonstrate Hydrocortisone and Aldosterone During Preqnaney in 
\ddison’s. Disease. NICHOLAS P. CHRISTY AND JOSEPH W. JATLER, New York, 
N.Y. J. Clin. Endocrinol. 19:263-266, Feb., 1959. 


There are several reports of increased urinary 17-ketosteroids and corticosteroids 
in pregnant women with Addison’s disease. These steroids. presumed by some to 
be perhaps placental in origin, have been implicated in the so-called protective 
effect of pregnancy against adrenal crisis in the Addisonian woman. The methods 
for demonstration of steroids in these patients were rather nonspecific. With more 
specilic techniques, such as were used in this study, no evidence of adrenal-like 
hormones can be found. In two Addisonian women, two pregnancies each were 
carefully followed, and several indexes of adrenal cortical function were measured 
at various stages of gestation. In both, urinary 17-ketosteroids and corticoids and 
plasma 17-OH-corticosteroids rose progressively during the nine months. How- 


ever, ACTH did not cause a rise in plasma steroid level in either patient, in con- 
trast to the sharp rise found in the normal. Still more specific tests showed no 
true adrenal steroid production by these two women. Paper chromatography of 
extracts of large plasma samples showed no circulating hydrocortisone. Column 
chromatography of urine extracts failed to show L1,17-ketosteroids (metabolites of 
hydrocortisone). Finally, bioassay of urine extracts obtained from | of the sub- 
jects failed to demonstrate aldosterone, even in the presence of a toxemia-like 


episode. In the absence of demonstrable hydrocortisone or aldosterone secretion 
in these pregnant women with Addison's disease, it appears unlikely that the ob- 
served changes can be ascribed to the production of adrenal cortical steroids. 16 
references. 1 table.— Author's abstract. 


31. Septic Abortion with Adrenal Shock. Report of a Case. HAROLD M. HAUGEN 
AND JACOB 8. RODEN, Columbia, Mo. Obst. & Gynec. 14:184-187, Aug., 1959. 


The severe treatment refractory shock occasionally seen in association with 
septic abortion is indistinguishable clinically from adrenal shock seen in any over- 
whelming bacterial infection. The diagnosis of acute adrenal insufficiency should 
be entertained whenever severe shock and septic abortion coexist in the absence of 
sufficient hemorrhage to produce the hypotension. Treatment should consist. of: 
(1) Maintenance of adequate blood pressure by use of vasoconstrictors, (2) cortisone 
to protect the cells of the adrenal gland from the endotoxins that depress the 
glands, (3) emptying the uterus as atraumatically as possible, and (4) massive 
antibiotic therapy. 6 references.— Author's abstract. 


The “‘seplic” part of the abortion in cases of this sort may be of clostridial origin. 
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The “adrenal” part of the shock may be, in fact, renal, metastatic, or electrolytic (de- 
pletion)... R. de Alvarez. 


32. Coerislent Pseudomucinous Cystadenocarcinoma and Pregnancy. Report of a 
Case. W. LEONARD GREENE AND E. HAROLD JONES, Beaumont, Texas. Obst. 
& Gynec. 14:3419-353, Sept., 1959. 


This is the report of a case of pseudomucinous cystadenocarcinoma associated 
with early pregnancy. The patient, a 26 year old primigravida, was operated on 
in the eleventh week of pregnancy because of the presence of a 25 em. cyst of the 
right ovary. A simple cystectomy was done, and the pathology report revealed 
a pseudomucinous cystadenocarcinoma. The patient was allowed to go to term 
without further treatment. She routinely delivered a normal full-term infant. 
and at that time there was no evidence of recurrence. Two months following 
delivery she was operated on again for a mass in the left ovary. The cyst was 
shelled out of the ovary, and quick section revealed a retention follicle cyst. . There 
was no evidence of recurrence at the time of the second laparotomy. The left ovary 
was repaired and no further treatment given. The authors feel that this is one form 
of ovarian malignancy that, when it occurs in young pregnant women, may be 
treated conservatively. The case is reported. however, in the hope that similar 
reports may give a firmer foundation to the conservative therapy. 19 references. 
3 figures. — Author's abstract. 

Conservative treatment for -coeristent pseudomucinous cystadenocarcinoma and 
pregnancy in a young woman wishing children is justifiable Uf the lesion ws limited 
lo the ovary with an intact capsule; 94 per cent of these women are cured by a simple 


cysleclomy or oophorectomy. However, careful follow-up is essential, for the appear- 


ance of metastalic nodules has been reported as long as 25 years afler primary trealment. 
E. S. Taylor. 


33.  Tolal Body Water, Sodium Space and Total Exchangeable Sodium in Normal 
and Toremic Pregnant Women. ALBERT A. PLENTL AND MARY JANE GRAY, 
New York, N.Y. Am. J. Obst. & Gynee. 78:472-478, Sept., 1959. 


Measurements of sodium space, total body water, and total exchangeable sodium 
were performed on a series of toxemic patients and the values compared with the 
range obtained for normal pregnant women near term, using sodium and deuterium 
oxide as tracers. The relationship of total body water to body weight was found 
to be influenced by body build in normal pregnant women in the same way in that 
it is influenced in nonpregnant women. The ratio of sodium space to deuterium 
space showed no significant difference when lean, obese, and average normal preg- 
nant women were compared. The mean sodium space expressed as per cent of 
total body water for 34 normal pregnant women in the third trimester was found 
to be 19.5 per cent, as compared to 56.0 per cent for 18 pre-eclamptic patients. 
Patients with hypertensive vascular disease yielded results like the normals or like 
the pre-eclamptic patients, depending upon the clinical evidence of superimposed 
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pre-eclampsia. The mean value for total exchangeable sodium of pre-eclamptic 
patients was found to be significantly higher (416.0 mEq./ Kg.) than that of normal 
pregnant patients (39.6 mEq. /hg.) of comparable gestational age. The conclusion 
is drawn that normal pregnant women do not retain sodium in excess of that ac- 
counted for by the products of gestation, and that the retention of significant 
quantities of sodium in pregnancy is an abnormal condition. 22 references. 6 
tables.— Author's abstract. 


It is good lo be reassured thal the retention of sodium in pregnancy is abnormal afler 
tales of free sall loading, especially from England.—James H. Ferguson. 


34. Aecule Purulent Salpingilis in Late Pregnancy. Report of a Case and Review 
of the Lilerature. MOSHE LANCET AND ADOLPH COHEN, Rehovoth, Israel. Obst. 
& Gynec. 14:426-128, Oct., 1959. 


Acute salpingitis in pregnancy has been thought to be rare or nonexistent. The 
few cases that have been reported have occurred in the first trimester. The authors 
report a case in which a woman with a normal second pregnancy was suddenly seized 
in the sixth month with severe pains in the right lower quadrant, without vomiting 
or constipation. Examination showed a pregnant uterus 2 em. above the umbilicus, 
with fetal heartbeats present. The MeBurney point was very sensitive, with 
slight muscular defense and strong rebound pain. The pulse was 85/minute, the 
temperature 38 C., and the leucocyte count 14,800. Upon operation, a normal 
appendix and an acutely inflamed, purulent right fallopian tube were found. Ap- 
pendectomy and salpingectomy were performed. The postoperative course was 
afebrile, without antibiotics, but the patient delivered seven days after the oper- 
ation (1420 Gm.). Five months later she was pregnant again, with a subsequent 
normal delivery. 

The symptomatology of acute salpingitis includes acute abdominal pain, low 
or no fever, leucocytosis, and no tachycardia. Diagnosis of acute salpingitis is not 
easy; it can be mistaken for acute appendicitis or (in early pregnancy) ectopic 
pregnancy. The Douglas puncture should differentiate it from the latter. The 
etiology and route of infection are obscure. The agent is usually Escherichia coli, 
and hematogenic spread is most likely. The treatment has, up to now, been 
conservative (even after diagnosis by Japarotomy) with recurrence and subsequent 
pyosalpinx or ectopic pregnancy. Unilateral salpingitis must be excised. In spite 
of the nontraumatic nature of the operation, abortion has occurred in all reported 
cases. The authors hope that reports on more cases of acute salpingitis in preg- 
nancy will be published in order to elucidate the disease entity. 6 references. 
Author's abstract. 


Unilateral salpingitis is certainly rare, but most rare in pregnancy. This case un- 
doubledly represents an exacerbation of a chronic inflamed right fallopian tube. Cer- 
fainly we assume that the mucous plug of pregnancy prevents ascending infection at 
this time. Laparotomy is of course mandatory, lo rule out the possibility of a ruptured 
appendir. If one can make the diagnosis of an acule salpingilis or degenerating 
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fibroid, it can be lemporized with conservative management. If lechnically possible, 
culdoscopy might be very useful in making this differential diagnosis.—J. C. Ulery. 


35. Spontaneous Rib Fracture During Pregnancy. THOMAS W. MC ELIN AND RHODA 
JOHNSON, Evanston, Obst. & Gynec. 14:478-481, Oct., 1959. 


Spontaneous rib fracture (fracture without obvious trauma) during pregnancy is 
unusual. Derbes and Haran, reviewing the literature relating to rib fractures from 
muscular effort, noted that 24 cases of spontaneous rib fracture in pregnancy had 
been reported up to 1954, the earliest report being that of Ahern in 1894. The 
subject has been virtually omitted from the American obstetric literature, although 
it has been discussed in American publications relating to orthopedic and allergie 
diseases. Most reports relating to rib fracture from muscular effort during preg- 
nancy have been prepared by British authors. The authors report 3 cases of spon- 
taneous rib fracture associated with pregnancy. One patient had her first symptoms 
in the second month of gestation during an episode of vomiting; another suffered 
spontaneous rib fracture during the third trimester without any obvious muscular 
effort (in her case roentgenographic evidence of fracture could not be immediately 
obtained), and the third patient suffered rib fracture during the early part of the 
puerperium. The authors have also reviewed the literature with particular refer- 
ence to the theories explaining the mechanism of rib fracture from muscular effort. 
The obstetrician should be aware of the possibility of rib fracture in any obstetric 
patient with chest wall or pleural pain, whether or not there be a history of trauma, 
cough, or unusual effort. 21 references.— Author's abstract. 


\/raumatic fracture of the rib certainly must be rare. It has been a long lime since 
I saw a traumatic fracture, let alone an atraumatic fracture. We will hare lo keep 
this in mind in the differential diagnosis of chest pain.—James H. Ferguson. 


26. Infectious Hepatitis in Pregnancy. 4. PERETZ, PALDI. S. BRANDSTAEDTER, 
AND BARZILAL, Haifa, Israel. Obst. & Gynec. 14:435-441, Oct.. 1959. 


Infectious hepatitis in Israel presents some unique features, related largely to a 
rapidly expanding immigrant population. This analysis considers the epidemiology, 
diagnosis, and treatment of infectious hepatitis during pregnancy as observed in 
northern Israel in the period 1950-1957. During this period, 65 such cases were 
recorded. It seems certain that the incidence of infectious hepatitis in Israel in 
pregnant women is higher than that published elsewhere. The morbidity in preg- 
nant women appears to be no higher than that in nonpregnant women. The gen- 
erally high incidence of hepatitis in Israel may be due to the existence of a strain 
of virus to which new immigrants are not immune. Maximum incidence of hep- 
atitis in pregnancy occurred in the age group 20 to 24. Two thirds of the women 
were of oriental origin. Most of the patients were new immigrants living outside 
of towns under lower social, sanitary, and medical conditions than they had previ- 


ously known. No conclusions could be drawn regarding transplacental passage 
of the virus, since only 10 children were followed up, none of whom showed signs 
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of abnormal development or disease. Maximum morbidity was found during the 
third trimester. Among 19 women delivered at the authors’ hospital, no obstetric 
complications could be attributed to the hepatitis. There were 5 antepartum fetal 
deaths, | intrapartum, and 3 post partum (all 3 premature). None of the 21 infants 
showed signs of congenital abnormality. Six women died; in 5, labor commenced 
at the time the patient went into coma, death occurring after delivery. All 6 fatal 
cases were multiparas in their third trimester. Of the laboratory tests, prothrombin 
estimation alone proved to be of prognostic value. In addition to routine liver 
function tests, estimations of serum iron, vitamin By, and transaminase and elec- 
trophoresis of serum proteins were carried out. In 5 patients, liver needle aspiration 
biopsy was performed, with no resulting complications—the importance of this 
procedure as a diagnostic aid is stressed. Dietetic and general vitamin therapy was 
given, with the addition, in some cases, of aureomycin, vitamin By», steroids, and, 
in more recent cases, neomycin and glutamic acid. 16 references. 3. tables.- 

\uthor’s abstract. 


Epidemiologic differences between Israel and the United States may make some of 
the observations here nol applicable to us. The authors’ recommendation of conserva- 
lism does seem justified. A punch biopsy of the liver lo confirm the diagnosis will 
sometimes be needed. We had a patient admitted to the medical service because of an 
enlarged liver and jaundice. A scout film of the abdomen showed a catheter in the 

P peritoneal cavily. Resulting abscesses about the liver had caused a picture easily con- 
fused with hepatitis. We are glad to have this additional confirmation that hepatitis 
does nol cause deformity of the fetus. James H. Ferguson. 


ECTOPIC: PREGNANCY, HYDATID MOLE, CHORIONEPITHELIOMA 


37. Primary Ovarian Pregnancy. Report of Three Cases, One with Implantation 
in. an Endometrial Cyst of the Ovary. B. BERCOVICI, A. PFAL, AND E. LIBAN, 
Jerusalem, Israel. Obst. & Gynec. 12:596-600, Nov., 1958. 


Three cases of ovarian pregnancy are reported. Two of these ruptured in the 
first month of pregnancy. In the first case, the left ovary was found ruptured 
throughout its length. In the second case, the operative finding consisted of a 
slightly enlarged left ovary with a small ruptured bleeding cyst; left: salpingo- 
oophorectomy was performed, and serial examinations of the ovary revealed’ a few 
chorionic villi attached to the corpus luteum. In the third case, the developing 
ovum was implanted in an endometrial cyst of the ovary. This case lends support 
to the endometrial theory of ectopic pregnancy. 15 references. 4 figures. Author's 
abstract. 


. Less than 50 cases of primary ovarian pregnancy have been described thus far; a 
considerable number of secondary ovarian pregnancies have been reported. It is inter- 
esling thal, in one instance described by these authors, implantation occurred in an 
endometrial cyst of the ovary. This is weak support for the endometrial theory of eclopic 
pregnancy, however. 
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NORMAL LABOR INCLUDING ANESTHESIA AND ANALGESIA 


38. Changes in Blood Orytocinase During Parturition. JAMES G. HILTON AND 
RICHARD F. JOHNSON, Jackson, Miss. Am. J. Obst. & Gynec. 78:479-482, 
Sept., 1959. 


Studies were carried out on patients in the University of Mississippi Medical 
Center to determine the changes that occur in blood oxytocinase during the period 
from two weeks ante partum to 24 hours post partum. The results of these studies 
were stated in terms of the per cent of added oxytocin destroyed by | ml. of plasma. 
The mean value obtained for antepartum plasma was 24.7 per cent; for plasma 
obtained during false labor, 1.7 per cent; for stage I, 3.9 per cent; for one hour post 
partum, 17.8 per cent; and for 24 hours post partum, 3.1 per cent. In all patients 
studied, there was a marked decrease in the oxytocinase activity concomitant with 
the beginning of increased uterine contraction. In all but | patient. there was an 
increase in blood oxytocinase activity when this activity was measured one hour 
post partum. By 24 hours post partum the blood oxytocinase activity had de- 
creased markedly to very low levels. The relationship between these changes in 
blood oxytocinase and the onset of labor was discussed, and it was concluded that 
these changes may play some part in beginning uterine contractions in labor. 10 
references. | table.—-Author’s abstract. 


The amount of orylocin used in the experiment (10 units to 1.0 ml. of plasma) is 
far in excess of physiologic levels, and therefore it is not easy lo draw conclusions about 
the role of orylocinase in the initiation of labor. The fact that an infusion of a dilute 
solution of orylocin will usually cause ulerine contractions in the thirty-eighth week 
of pregnancy is difficull to reconcile with this thesis.— James H. Ferguson. 


39. The Combined Intravenous l se of Pethidine, Phenergan and Lorfan for Anal- 
gesia in Obstetrics. A Study of 1350 Cases. BENJAMIN ECKERLING, JACK A. 
GOLDMAN, AND B. GANS, Petah-Tiqva, Israel. Obst. & Gynec. 14:331-341. 
Sept., 1959. 


\ combination of meperidine, promethazine, and Lorfan was given to 1350 parturi- 
ents. The authors found that this combination was highly effective as an analgesic dur- 
ing the first and second stages of labor. The patient was given 75 mg. of meperidine; 
50 mg. of promethazine, which is capable of potentiating the analgesic action of 
meperidine; and | mg. of Lorfan, which counteracts respiratory depression caused 
by meperidine. With this combination administered intravenously when labor 
was well under way, the parturient usually slept at least four to five hours. Labor 
was shortened in this group in comparison with patients receiving different an- 


algesic drugs, as given by other authors, and no interference with the progress of 


labor was observed. No increase over the usual rate of operative obstetrics nor of 
postpartum hemorrhage was noticed, and only rare undesirable side effects occurred. 
There was no ill effect on the newborn; fetal asphyxia and neonatal and fetal mor- 
tality rates were not altered. The combination was used in a large number of 
pathological and complicated cases, as well as in premature deliveries, without 
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adverse effect on either mother or baby. The authors feel that this combination 
of drugs seems to be safe and achieves adequate and satisfactory sedation in labor. 
23 references. 3 tables.— Author's abstract. 


This is a proved combination for adequate and safe analgesia. The dosage seems to 
be somewhat large for intravenous administration, and il would be interesting to know 
the maternal blood pressure, pulse, and rale and depth of respirations following 75 nq. 


of meperidine and 50 mg. of promethazine. As far as felal depression is concerned, . 


il is very difficull lo evaluate this subjectively and certainly any valid assum plions 
would hare lo be made on Apgar observations al the end of one minule or serial fetal 
orygen saluralion and orygen lension delerminations.— J. C. Ulery. 


PATHOLOGIC LABOR INCLUDING OPERATIVE OBSTETRICS 


M0. Erysipelas in Pregnancy. Report of a Case with Fatal Outcome. HARRY N. 
JUROW AND ROSEMARY CLARK, San Francisco, Calif. J.A.MLA. 777:1299 
1302, July 11, 1959. 


Publications concerning the association of erysipelas with pregnancy are rare. 
This report from the Mount Zion Hospital and Medical Center in San Francisco 
deals with such a case in which the outcome was fatal. A 32 year old para 3. 
gravida 7, noted a swelling over her cheek six weeks before term. It persisted, and 
she was treated with ACTH and diphenhydramine hydrochloride. She was hos- 
pitalized several days later with swelling, erythema, induration of the face and 
neck, and a temperature of 101.5 F. She also received chlortetracycline since she 
was allergic to penicillin and other medications. Cultures disclosed hemolytic 
streptococci. The disease spread rapidly to the upper chest, and erythromycin was 
started. A living female infant in good condition was delivered spontaneously. 
Several hours later, the patient’s blood pressure dropped. Blood transfusion, 
hydrocortisone, lanatoside C, streptomycin, and levarterenol bitartrate were ad- 


ministered but the patient became cyanotic and died. Autopsy findings disclosed | 


erysipelas with acute cellulitis of the face, neck, and chest, and acute mediastinitis 
involving the pericardium and pleurae. Pregnancy undoubtedly was a factor in 
the outcome. 12 references. 2 figures.— Author's abstract. 


It was nol recognized for several days thal the patient was suffering from an infectious 
process. It is more likely thal this was due to a masking of the infection by the ACTH 
she had received than to any steroids produced by the placenta.—James H. Ferguson. 


41. l nerpected Intestinal Ruplure in Association with Pregnancy. JouN H. MOR- 
TON AND LESTER T. HIBBARD, Los Angeles, Calif. Obst. & Gynec. 14:214 
220, Aug., 1959. 


Intestinal rupture usually results for some reason that has previously alerted the 
physician to its possible occurrence, and early preventive or treatment measures 
can be instituted. Peculiar to pregnancy is the slow increase and rapid decrease 
in abdominal volume. Serious symptoms may be misinterpreted as being “*puer- 
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peral” complaints. The most dangerous time is during delivery or in the first three 
puerperal days. Abdominal pressure to expedite delivery, obstruction Of the sig- 
moid by the involuting uterus, and enemata may be contributing factors in precipi- 
tating bowel rupture, with or without pre-existing lesions. Actual ruptures carry 
a high mortality, but colostomy or ileostomy will give the best results. Seven 
cases of unexpected intestinal rupture with pregnancy are reported, with six deaths. 
Four patients had diastatic ruptures (proximal to the lesion site), and three were 
local. Contributing factors identified included tuberculous cecal ulcers. mild 
toxemia with poor nutrition, an appendectomy 16 days before delivery, amoebic 
colitis, and acute gastric dilatation at delivery. [It is recommended that any case 
of puerperal ileus be carefully studied, that abdominal pressure to expedite delivery 
be avoided, that much caution be exercised in regard to elective appendectomy in 
pregnancy, and that routine puerperal enemas be given cautiously, if at all. Many 
unreported cases of this lethal problem unquestionably exist. The authors urge 
their publication or would appreciate protocols of known cascs to add to their 
series. 5 references. Author's abstract. 


This article rightly calls atlention to the danger of abdominal pressure to assist 
delivery. We had a woman who developed evidence of an acule abdominal condition, 
principally distention, four hours post partum. An abdominal film in the erect posi- 
tion demonstrated air under the diaphragm. Rupture of a normal stomach with but 
little stomach contents in the abdominal cavity suggesled anlebarlum distention of the 


stomach with air. The stomach was very likely belween the abdominal wall and the 
fundus when manual pressure was applied lo the fundus. This pressure was nol 
considered excessive by the attendants. James H. Ferguson. 


12. A Waneurer for the Diagnosis of l mbilical Cord Complications. vow rrp 
Hon, New Haven, Conn. Obst. & Gynec. 14:154-167, Aug... 1959. 


The significance of umbilical cord complications, such as compression or pro- 
lapse, in perinatal mortality and morbidity has not been assessed fully. Apart 
from obvious overt prolapse of the cord there are no specific clinical methods to 
detect the potential cord problems: the diagnosis is usually made after the fetus 
is severely damaged. Among the clinical signs now used, slowing and irregularity 
of the fetal heart rate are considered to be of the most diagnostic value. From 
previous studies of fetal heart rate patterns with continuous electronic recording 
techniques, characteristic bradycardia patterns associated with umbilical cord 
compression have been described. An attempt was made, therefore, to develop a 
maneuver that, by applying manual pressure to the abdominal wall of the mother, 
would indirectly compress a malpositioned umbilical cord. If there is malposition- 
ing of the umbilical cord and pressure is applied to the presenting part of the fetus 
through the abdominal wall, the umbilical cord may be compressed indirectly. 
resulting in a characteristic bradycardia pattern. In this way it is possible to 
detect early potential umbilical cord complications. In the limited series described, 
the maneuver appeared to be of value for the early detection of umbilical cord 
complications. 19 references. 9 figures.— Author's abstract. 
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The author's maneuver of manual pressure on the presenting part through the ab- 
dominal wall with observation of resulting felal bradycardia is suggestive but not 
diagnostic of cord compression. Slowing of the fetal heart often follows compression 
of the fetal head. When the cord is looped under the arilla, pressure over the arm will 
cause felal bradycardia. Also, cord loops aboul the neck can be compressed directly 
by pressure above the fetal shoulder. Another suggestive sign of loops of cord about the 
fetal neck is thal of bradycardia in the second stage of labor when the head begins to 
crown with contractions bul recedes lo midpelvis as soon as the uterine force recedes. 
This is one cause of fetal distress that can be detected by careful observation of the 
felal heart rate during the second stage and by forceps delivery when indicated. How- 
ever, the excellent observations of fetal heart rale presented in the article have practical 
applicalions.— John Parks. 


13. Hyperextension of the Fetal Head in Breech Presentation. Report of a Case. 
MORTON R. LAZAR AND ANTHONY T. SALVAGGIO, Detroit, Mich. Obst. & Gynec. 
14:198-199, Aug., 1959. 


The first to report hyperextension of the fetal head in breech presentation was 
Brakemann, in 1936, Since then a number of cases have been reported. The thera- 
peutic approach to this problem is controversial. Several reports recommend 
cesarean section, and others advocate conservative treatment. The patient re- 
ported on in this paper, a 23 year old white woman, gravida 1, para 0, was first 
seen at three months’ gestation. Her prenatal course was uneventful. Pelvimetry 
at term, revealed a single-footling presentation with hyperextension of the fetal 
head. A cesarean section was performed and an apparently normal male infant 
was delivered. The patient’s postoperative course was uneventful. The infant's 
development up to 15 months of age has been normal. The etiology of this mal- 
presentation remains obscure. There is also a diversity of opinion as to the man- 
agement. The authors feel that, if the condition persists at term or early in labor, 
cesarean section should be performed. 11 references. 1 figure.— Author's absiract. 


Hyperertension of the head, either in breech presentation or in verter presentation 
giving a brow presentation, is a difficult problem to handle. I agree with the authors 


that if it is recognized early in labor cesarean section is the method of choice.—Bernard 
J. Hanley. 


14. Two Choice Human Embryos at Streeter’s Horizons XI and XIV. LeEMEN J. 


WELLS AND IRWIN H. KAISER, Minneapolis, Minn. Obst. & Gynec. 14:411 
116, Oct., 1959. 


Human embryologic material in superb condition is still relatively rare. The . 
two specimens described in this paper were obtained by hysterectomy and were 
fixed while still alive by opening the chorionic sacs under 10 per cent formalin. 
The embryonic membranes and the embryos were examined microscopically after 
fixation in formalin. In the first case, the mother, a 29-year-old para 3003, had ’ 
been observed for several years for recurrences of a malignant melanoma which 
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had first appeared during her first pregnancy. A few months prior to another 
pregnancy, malignant melanoma was found in a left inguinal lymph node. Her 


menses normally occurred every 28 days. Her last menstrual period had begun 
on June 12, and the hysterectomy was done on July 19, 37 days after the 
onset of the last menstruation. A rabbit test for chorionic gonadotrophin was 
positive prior to operation. Assuming that ovulation might have occurred at 
about the middle of an expected menstrual cycle of 28 days, the ovulation age 
was estimated to be 23 days. This estimate is in keeping with the ovulation 
age of ‘Streeter’s embryos of horizon namely, 24+ | days. In the second 
case, the mother a 41-year-old para 2002, was found to have an adenocarcinoma 
of the left breast in September. In October. a similar tumor was found on 
the right. In November, axillary dissection on the left) produced lymph nodes 
containing metastatic tumor. Her menstrual period ‘had begun on August 10. 
Hysterectomy was done on September 28. A rabbit test for chorionic gonadotrophin 
Was positive on September 26. The development of the embryo was more advanced 
than Streeter’s embryos of horizon XPT and less advanced than those of horizon 
\\. All the observed features of the presented embryo were like those of horizon 
XIN. The menstrual data suggested an ovulation age of 35 days. but. following 
Streeters observations, the ovulation age was estimated at 28 to 30 days. 8 refer- 
ences. 5 figures. Author's abstract. 


The author is lo be congratulated on obtaining this human embrvologie material. 
which offers a wonderfal opportunity for histochemical studying.J. C. Ulery. 


PATHOLOGY OF NEWBORN 


5. Is Isolation of Infants with Thrush Necessary? PHILIP J. KOZINN, HARRY 
WIENER, CLAIRE L. TASCHDJIAN, AND JAMES J. BURCHALL, Brooklyn, N.Y. 
J.ALMLA. 170:1172-1174, July 4, 1959. 


Isolation in separate physical facilities of newborn infants with oral thrush is 
widely practiced as a means of preventing spread of the disease in the general 
nursery. These procedures are not only costly to hospitals. but also fail to protect 
the nursery population against exposure to “latent thrush,” ie.. a condition in 
which Candida albicans can be demonstrated by culture in the mouth and stools 
of an infant but does not cause clinical manifestations. The incidence of latent 
and clinical thrush was compared in two nursery populations totaling 1622 new- 
born infants. In an isolation group (786 infants), all cases of clinical oral thrush 
were immediately sent to the isolation nursery. In a segregation group (836 
infants), all cases of clinical oral thrush were segregated on the side of the general 
nursery. Average length of exposure to clinical and to latent thrush was computed 
for infected and noninfected infants in the two groups. There was a higher in- 
cidence of oral thrush in the isolation group of infants, despite a briefer average 
exposure to the disease, than in the segregation group. Only 25 per cent of all 1622 
infants studied were not exposed to clinical thrush while in the newborn nursery. 
The incidence of clinical thrush was higher in this nonexposed group of infants 
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than among exposed infants. There was no increase in the incidence of C. albicans 
among infants handled by the same nurses and located near infected infants. 
Attempts to isolate C, albicans from nursery air were unsuccessful. [t is concluded 
that isolation of infants with clinical thrush in separate physical facilities does not 
prevent the incidence of the disease in the general nursery. Moreover, these 
procedures fail to protect the nursery population from exposure to infection and 
therefore do not warrant their high cost to hospitals. 5 references. 3 tables. 

Juthor’s abstract. 


The authors have shown that segregation of infants with thrush is as good in prevent- 
ing tls spread as ts isolation. Their series is large enough lo hare some statistical 
significance with regard to isolation versus segregation. It cerlainly is true thal, of 
segregation were the beller method, it would cul down considerably on hospital cost. 


J.C. Ullery. 


16. The Incidence of Ophthalmia Neonatorum Without Prophylaris. 
SOLOMONS, BENJAMIN KRAMER, WILLIAM W. STEIN, AND SCHUYLER G. KOHL, 
Brooklyn, N.Y. Am. J. Obst. & Gynee. 78:513-518, Sept., 1959. 


In view of the incidence of chemical conjunctivitis when prophylactic treatment 
is being used and the results obtained by others when no such treatment is insti- 
tuted, it was considered of interest to investigate the spontaneous occurrence of 
ophthalmia neonatorum in a voluntary general hospital. Furthermore, it was the 
purpose of this study to compare this group with babies whose eyes were treated 
with sterile distilled water and with the results obtained in previous studies in our 
department when silver nitrate or oxytetracycline was used. For this purpose 
permission was granted by the Department of Health of the City of New York 
to omit for the duration of this study the routine prophylactic use of silver nitrate 
or antibiotics. From June, 1956, to April, 1958, 5480 infants were studied. Babies 
born of mothers whose hospital record ended with an even number had two drops 
of sterile distilled water instilled into each eye before they left the delivery room. 
The other babies did not receive any instillation. This study was restricted to 
term babies of single pregnancies. The babies were under observation in the 
hospital for eight days after delivery. The present study indicates that the pro- 
phylactic use of sterile distilled water did not decrease the incidence of ophthalmia 
neonatorum when compared with the group of untreated cases. It is of interest 
that, among the 5480 cases that were investigated in this large voluntary hospital, 
there was only | suspected case of gonococeal ophthalmia neonatorum. It is there- 
fore felt that the routine use of prophylactic treatment in the newborn should be 
reconsidered, especially in view of the rapid response of proved gonococcal con- 
junctivitis to modern antibiotic treatment, of the rarity of this condition in certain 
types of hospitals as shown in this study, and of the incidence of the clinical diag- 
nosis of “chemical conjunctivitis.” The use of gram stains and cultures in all 
incipient cases of ophthalmia neonatorum will establish the correct diagnosis and 
enable the prompt institution of proper treatment. 6 references. 5 tables. 
\uthor’s abstract. 
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In hospitals where mothers and babies may be discharged one to three days post 


partum. the omission of prophylactic treatment could be hazardous. Ophthalmia 
neonalorum might appear afler leaving the hospital and the baby go untreated. The 
conjunctivitis resulling from orylelracyeline is, as far as we know, nol serious. We 
hare had very little chemical conjunctivitis from an oryletracycline-polymirin oint- 
ment. James H. Ferguson. 


17. tenal Maturity of Infants of Toremie Mothers. PIERRE H. BEAUDRY AND 
BENJAMIN H. LANDING, Cincinnati, Ohio. Am. J. Obst. & Gynec. 78:194 
197, Sept., 1959. 


Thirty-two live-born infants of mothers with hypertensive toxemia of pregnancy 
were compared to 20 control infants with regard to renal maturity, as judged by 
the presence of embryonal glomeruli in the outer cortex. No significant difference 
in renal maturity of the two groups was demonstrated. A detailed comparison of 
birth weights and gestational ages of 418 infants of toxemic mothers and 3650 
infants of nontoxemic mothers from this obstetric service is in press. Data from 
these infants demonstrate no significant difference in birth weights of infants of 
toxemic and nontoxemic mothers, in terms of gestational age. One can conclude, 
therefore, that lack of signifi ant difference in renal maturity of the two groups of 
infants. compared by birth weights, means that there is no difference in renal 
maturity of the two groups in terms of gestational age. Two conclusions of physi- 
ologic significance can be drawn: (1) The maternal toxemic state (or pretoxemic 
state. if one exists) has no apparent effect on the maturation of the fetal kidney, 
as judged by the presence of embryonal glomeruli in the outer renal cortex. (2) 
The degree of anatomic maturity of the fetal kidneys has no apparent causal re- 
lation to the presence of hypertensive toxemia of pregnancy in the mother. 7 
references. | figure. 2 tables. Author's abstract. 


Vost of the fetal deaths in loremia presented al our pediatrics-obstetrics conferences 
cannol be explained by the aulopsy dala, the clinical trials of the mother, or by anything 
else. It appears that lack of renal maturity cannol be offered as an explanation. 
James Hl. Ferguson. 


48. Surveillance and Control of Staphylococcie Infections in a Maternity Unit. 
SANFORD M. FARRER, RICHARD RUSSO, CAMILLE BAVARA, AND SEYMOUR WERTH- 
amer, Lakewood, N. J. J.A.MLA. 177:1072-1079, Oct. 24, 1959. 


An 84 bed community general hospital with approximately 4000 admissions and 
750 live births per year became aware of a problem of staphylococcal infections 
when a 2 day old baby developed a paronychial abscess. During the ensuing 
seven days, 11 newborn infants were found to have pustular lesions yielding similar 
organisms. The nursery was closed temporarily, and extraordinary efforts were 
made to eradicate all sources of infection and to eliminate errors of technique. 
Improvement was only temporary, and the epidemic reached a second peak in 
June, 1958, when 29 (60 per cent) of 18 deliveries were found to be associated with 
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suppurative infection. Among the measures tried, compulsory rooming-in of the 
infant with the mother seemed to contribute most to the termination of the epi- 
demic. 16 references. 2 figures. 4 tables.—Author’s abstract. 


Rooming in is certainly a satisfactory solution to the endemic nursery slaphylococcal 
infection. Not only should technique be re-evaluated, bul an extensive search should 
be made for carriers among hospital personnel.—J. C. Ullery. 


MISCELLANEOUS 


49. Fetal Blood Studies. \I. HARRY PRYSTOWSKY, Gainesville, Fla. 
Obst. & Gynec. 78:183-188, Sept., 1959. 


Am. J. 


In this study, the oxygen pressure gradient in normal and abnormal pregnancy 
following oxygen administration was determined in order to assess quantitatively 
one of the factors concerned with the net transfer of oxygen across the human 
placenta. On the basis of the data obtained, there seemed to be real benefit in 
administering oxygen in known cases of fetal distress. It would seem desirable to 
give oxygen to a normal parturient just prior to delivery in order to protect the 
| baby in 20 who may need it and who may suffer some degree of hypoxia. The 
administration of oxygen to the mother in the last 5 to 15 minutes before delivery 
is harmless, simple, and feasible, and the expense is negligible. It should become 
part and parcel of delivery room procedure. 9 references. 6 tables. 
abstract. 


The current liberalization of indication for orygen administration to pregnant 
women appears lo be a salutary movement. Is there a possibility that ertension of 
orygen therapy beyond the 5 to 15 minutes recommended by the author may occur 


with an unerpecledly prolonged second stage of labor and thal this will be harmful? 
James H. Ferguson. 


50. Felal Blood Studies. \IV. Harry PRYSTOWSKY, ANDRE HELLEGERS, AND PAUL 
BRUNS, Gainesville, Fla. Am. J. Obst. & Gynec. 78489-4193, Sept... 1959. 


Any attempt to characterize the placenta as an organ of oxygen diffusion must 
embrace knowledge of many factors; the oxygen dissociation curves of fetal and 
maternal blood are an essential keystone of this work. The range of variation in 
the oxygen dissociation curves of blood of nonpregnant women and of pregnant 
women was determined at the same pH; the latter falls within the range of normal 
nonpregnant individuals. The fetal curve rises rather rapidly, with only a slight 
slope to the right from the perpendicular to a saturation of about 60 to 70 per cent. 
From that level. it deviates rather sharply to the right and begins to flatten out 
and approach the horizontal at a saturation of about 90 per cent. The curves of 
fetal blood obtained at the end of gestation are to the left of the adult field. At 
50 per cent saturation, the oxygen tension of maternal and fetal blood is of the 
order of 25.0 and 19.0 mm. of mercury. respectively—a difference of 6.0 mm. of 
mercury. 6 references. 3 figures. Author's abstract. 
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gynecology abstracts 


THE MENSTRUAL CYCLE 
51. Enovid Therapy for Premenstrual Tension. HOOD AND WILLIAM 
L. BOND, Oklahoma City, Okla. Obst. & Gynec. 14:239-241, Aug., 1959. 


Twenty-five patients with premenstrual tension and other symptoms associated 
with the immediate premenstrual period were given Enovid therapy consisting of 
one LO mg. tablet daily for 20 days beginning five days after the onset of menstrual 
flow. Therapy was given through three consecutive cycles. The results of therapy 
were evaluated for relief of symptoms during treatment and two cycles following 
treatment and for side effects during therapy. Eighty-four per cent of the patients 
had good relief of symptoms, but the incidence of annoying side effects was high, 
with mild to marked nausea in 88 per cent during first treatment cycle; 44 per cent 
experienced delayed menses with the first treatment-free cycle, and aggravation of 
bloating occurred in 32 per cent. Three patients refused to complete three cycles 
of therapy because of the severity of side effects or aggravation of original symptoms. 
Although Enovid did give temporary relief of symptoms, this relief maintained 
itself for no longer than two menstrual cycles after discontinuance of the drug. 
Other reports of prolonged relief of premenstrual tension were not substantiated. 
There seems to be no advantage of Enovid over other therapeutic agents. 5 refer- 
ences. 3 tables. Author's abstract. 


Enovid given lo prevent premenstrual lension seems lo serve as an erpensive way of 
substituting new symploms for old. John Parks. 


THE VULVA AND VAGINA 


52. New. Rapid Method of Oblaining Dry, Fired Cytological Smears. THEODORE 


EHRENREICH AND STASE KERPE, Bronx, \. J.A.MLA. 170:1 176-1177, 
July 4, 1959. 


Several methods have been devised to obtain dry, fixed cytological smears. The 
method described herein utilizes some of the components of previously described 
methods. Smears are fixed individually and rapidly and the end product is a dry 
cytologic smear that can be mailed. One of the most important features of this 
method is the individual fixation of each smear that eliminates the danger of cellular 
contamination and false diagnosis. The other novel point is the very rapid fixa- 
tion time (five to seven minutes). Freshly made smears are placed on a flat surface 
and flooded with a dropperful of fixing fluid (equal parts of 95 per cent ethyl 
alcohol and ether with 5 per cent polyethylene glycol). The fluid evaporates in 
five to seven minutes leaving a fixed slide covered with a protective polyethylene 
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glycol film. Slides fixed with this method may be stored, transported, or proc- 
essed immediately. This method offers: (1) Excellent cellular fixation and pres- 
ervation, (2) ease and rapidity of preparation, (3) dry smears that can be trans- 
ported, (4) no additional steps needed to remove polyethylene glycol before stain- 
ing, (5) elimination of cellular contamination or artifacts, and (6) econcmy (only 
a dropperful of fixing solution is used for each slide). 
abstract. 


7 references.— Author's 


Dry, fired cytological smears offer many advantages nol only ir transport but also 
in handling the slides themselves. It seems likely thal this method may preserve the 
smear for easy lransporl and slorage. The elimination of cellular contamination or 
arlifacls is an excellent advantage._Ralph C. Benson. 


53. Vaginal, Cervical and Endocervical Cylologic Smears on a Single Slide. Georce 
L. WIED AND GUNTER F. BAHR, Chicago, Ill Obst. & Gynec. 14:362-367, 
Sept., 1959. 


The preparation of the three required cytologic smears (vaginal, cervical, and 
endocervical specimens) on one glass slide was discussed as to its advantages and 
disadvantages for routine purposes. The diagnostic accuracy of exfoliative cy- 
tology with three smears on one slide is higher than the diagnostic accuracy of 
cervical smears only as far as cervical cancer screening is concerned. An experi- 
mental test using chicken and sheep erythrocytes showed that the diagnostic 
accuracy of single smears on regular glass slides and slides with three smears is 
fully comparable. In comparing the triple smear slide with the individual slide, it 
was found that the diagnostic accuracy did not decrease with the triple smear slide, 
although there is less glass area available on which to spread the specimens. Other 
advantages of preparation of three smears on one slide are discussed. The tech- 
nique has been in use over a period of more than seven years and can be recom- 
mended for routine application. 5 references. 3 figures. 3 tables. Luthor’s 
abstract. 


This ts a clever and disarmingly simple means of improving the cytologic sampling 
of the lower genital tract. This procedure reduces materiel, consolidates the screening 
effort, and should be considerably cheaper than three individual smears. Special 


handling may be required, however, and labeling will be important. Ralph C. Benson. 


54. Cylology of Vaginal Smears with Trichomonas. ARNO ©. BALER, ANDREW 
EPIFANIO, AND W. J. REDNER, New York, N.Y. Obst. & Gynec. 14:381-388, 
Sept., 1959. 


In the 30 month period ending June 1, 1956, 8400 consecutive cervical-vaginal 
smears taken routinely from young healthy military dependents were examined. 
Trichomonas was found in 603, an incidence of 7.2 per cent; in 2.6 per cent of the 
603 Trichomonas cases, Monilia was also found. The parasites’ appearance in 
smears and clues to their presence are described. Pseudocornification, “ground- 
glass appearance,” and mild generalized atypia with perinuclear halos were common 
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findings. Leucoeytic clustering was noted in 26 per cent of Trichomonas-positive 
smears and long gram-positive bacillary chains in 8.3 per cent. The gram-positive 
chains proved the most reliable clue; parasites were discovered in 80 per cent of 
smears in which they were found. Twenty-seven of the patients with Trichomonas 
1.5 per cent of the total Trichomonas cases) showed cells with malignant features 
and required follow-up after treatment. Biopsies were necessary in 8 cases that 
failed to regress. These showed 7 benign lesions and | carcinoma in situ, the latter 
in a symptomatic patient with a family history of uterine cancer. Difliculties in 
validly interpreting the cells in some Papanicolaou smears with Trichomonas 
require the eytologist to be alert and to exercise caution in the evaluation. A 
diagnosis of carcinoma in situ should be made only after strict histological require- 
ments are established. Ll references. Ul figures. 2 tables.— Author's abstract. 


When oblaining vaginal material for cell study, i is important lo record the posterior 
vaginal pl and also record the presence or absence of trichomonads in the fresh ma- 
lerial. This is of distinct help to the eytlologist. Material infested by trichomonads is 
aray. thicker than normal mucus, and contains smal! bubbles.L. A. Emge. 


THE UTERUS INCLUDING CANCER OF THE UTERUS 
55. Leiomyosarcoma of the Uterus with Unusual Metastases. ELLERY DRAKE 


GLEN pb. poBBEN, Detroit, Mich. J.A.MLA. 770:1291-1298, July 11, 
1959. 


Leiomyosarcoma of the uterus is believed to originate from smooth muscle cells 
either in the uterus or in pre-existing myomas. In this unusual case, there was 
metastatic recurrence or development of a second histologically identical leiomyo- 
sarcoma 18 years after total hysterectomy with complete removal of the primary 


tumor. When this tumor extends beyond the uterus, there is usually widespread 


local invasion of the contiguous structures. In this case, however, there were 
distant metastases to femur, retro-orbital region, kidney, and lung. Cerebral 
metastases probably accounted for her demise. 

The patient was 32 years of age when first seen at the Henry Ford Hospital in 
1937. There was a large. firm, freely movable pelvic mass of irregular contour ex- 
tending 2 em. above the umbilicus. During total hysterectomy, the tumor was 
not found to be adherent to surrounding structures. In 1956 she returned because 
of pain in the left femur, and a pathologic fracture was diagnosed. A hard mass 
was present in the left side of the abdomen. Specimens of the left kidney and 
curretted material obtained on immobilization of the fracture resembled the leio- 
myosarcoma previously seen in the uterus. [In 1957 a retro-orbital mass developed, 
a specimen of which also resembled the previous tumors. A discrete circular density 
Was seen In a roentgenogram of the chest. although no tissue was obtained for 
biopsy. Terminally she experienced dizziness and memory loss probably caused 
by cerebral metastases. No autopsy was obtained. In the authors’ opinion this 
case represents the delayed appearance of metastases rather than multicentric 
origin of a rare tumor. This is the fifth case reported in the literature of metastases 
ina long bone and the second with retro-orbital metastases. Since publication of 
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this paper the authors have seen another patient with retro-orbital metastases. 
9 references. 6 figures. | table.—-Author’s abstract. 


Recurrent fibroids have been recognized for many years. These low-grade leiomyo- 
sarcomas are known to reappear afler long latent periods, as these authors indicale. 
Stromatosis of the uterus is a similar problem, in that mytolie figures and other evidence 
of pleomorphism are often absent. Nevertheless, pelvic and distal metastases may 
occur, even afler a number of vears. Unfortunately, the histologic evaluation of many 
fumors leaves much to be desired in settling the question of pathologic benignaney and 
clinical malignaney.—Ralph C. Benson. 


56. Early Endometrial Carcinoma Following Prolonged Estrogen Administration in 
an Ovariectomized Woman. YEHUDA M. BROMBERG, ERICH LIBAN, AND ALEX- 
ANDER LAUFER, Jerusalem, Israel. Obst. & Gynec. 14:221-226, Aug., 1959. 


, An ovariectomized patient 412 years old developed an early endometrial car- 
cinoma. The patient had been treated with estrogens for 24 years; her mother had 
died at the age of 46 from a carcinoma of the uterus. During the long period of 
treatment, this castrated woman developed glandular, cystic, and adenomatous 
hyperplasia of the endometrium and early endometrial carcinoma. A synergistic 
effect. of prolonged estrogen treatment and hereditary predisposition to the de- 
velopment of the carcinoma is suggested as a possible explanation for the appear- 
ance of the tumor in this case. 27 references. 6 figures.— Author's abstract. 


Numerous sporadic cases of endometrial carcinoma following intensive and pro- 
longed administration of estrogens are now accumulating. Ji is always difficult to 
prove carcinogenesis. Nevertheless, hereditary predisposition and an acceleration of 
the tendency toward the development of genital cancer following the administration of 
estrogen may be the pathological physiology involved. as Emge has postulated. The 
report of similar cases should be published in order lo clarify this problem.— Ralph C. 
Benson. 


Fibromyomata Arising from Muellerian Duct Remnants. SAMUEL Ss. BINDER, 
Chattanooga, Tenn. Obst. & Gynec. 14:442-447, Oct., 1959. 


An unusual case of fibromyomata was reported, found to have arisen from 
muellerian duct remnants in a 41 year old colored woman. The patient was also, 
found to have a congenital absence of the upper two thirds of the vagina and 
complete developmental failure of the uterus and the oviducts. Her only complaint 
was weight loss and “lumps in her stomach.” She had not menstruated in her 
entire life time. It was found on examination that her vagina ended in a blind 
pouch and was approximately 24% inches in length. Bimanual examination re- 
vealed a large mass arising out of the pelvis, approximately the size of a six month 
gestation, that was multinodular and movable. At surgery it was found to be 
multiple myomata, but there was no evidence of a uterus. The pathologic specimen 
revealed the complete absence of the uterus and hypoplasia of the fallopian tubes. 
The myomata were found to have arisen from muellerian duct tissue. Normal 
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ovaries were present. A review of the literature revealed that myomata asso- 
ciated with uterine and vaginal agenesis are extremely rare, there being only | 
other similar case reported. The author believes that this case represented a 
natural phenomenon that, by its rarity, lends indirect support to Meyer's theory 
of the origin of fibromyomata uteri. 15 references. 1 figure.— Author's abstract. 


Viyomata certainly do arise from vestigial remnants of the muellerian system. Be- 
nign and malignant tumors from the genital or urologic anlage should be considered. 
even when the ulerus and/or lubes are absent. Ralph C. Benson. 


THE ADNEXA (PHYSIOLOGY AND PATHOLOGY) 


38. Ovarian Metastases from Adenocarcinomas of Colon and Rectum. MARK ©. 
WHEELOCK AND PAUL PUTONG, Chicago, Hl Obst. & Gynec. 14:291-295, 
Sept., 1959. 


In this study, the authors differentiate between the two most frequent forms 
of metastatic ovarian tumors and also between them and the two common types 
of primary cystadenocarcinomas, serous and pseudomucinous. Emphasis is laid 
upon the greater frequency of metastases from colon and rectum as contrasted 
with stomach. Often the secondary involvement is noted before the primary, in 
which case further investigation is necessary in order to locate and excise the 
original tumor. Such spread is often to cystic ovaries; it may be unilateral or 
bilateral. Finally, the question is raised as to whether the ovaries should be re- 
moved when cases of large bowel carcinoma are being resected. 7 references. 6 
figures. table.— Author's abstract. 


If the ovaries are involved, not only they bul the tubes and ulerine fundus should 
also be removed. From a different point of view, the diagnosis of extraulerine cancer 
(e.g., pancreas, gall bladder, stomach, and so on) may be suspected through gynecologic 
evlology in the absence of malignant gynecologic histology. RK. R. de Alvarez. 


59. Serous Adenofibroma and Cystadenofibroma of the Ovary. Report of 5 Cases 
with Malignant Changes in One. DAVID ROTHMAN AND HERMAN T. BLUEMEN- 
THAL, St. Louis, Mo. Obst. & Gynec. 14:389-393, Sept., 1959. 


Five additional cases of serous adenofibroma and cystadenofibroma are reported, 
bringing the total number of reported cases to 68. Information as to origin, symp- 
tomatology, and frequency is presented. Although it would be expected that the 
potentialities for developing areas of malignancy in these tumors might be as 
great as with serous cystadenomas, | case in the present study appears to be the 
only recorded case of malignant transformation in a serous adenofibroma. 13 
references. 5 figures.— Author's abstract. 


Vinor types of adenofibroma and cystadenofibroma are nol al all uncommon and are 
usually discovered only on microscopic investigation. They have no symptomatic 
significance. In my experience they have no direct relation lo malignancy. They are 
the result of an infolding process of surface epithelium.—L. A. Emge. 
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OPERATIVE GYNECOLOGY 


60.  Slaphylococcic Wound Infections. Study of Wound Infections in Several Thou- 
sand Hernia Cases. A. FRANK BROWNE, ERNEST A. RYAN, FRANK J. GLASSOW, 
CAROLINE J. MARTIN, AND E. EARLE SHOULDICE, Toronto, Canada. J.A.MLA. 
171:1274-1283, July 11, 1959. 


An extensive study based on the findings in several thousand hernia operations 
was made as to the etiological factors leading to wound infections in surgically 
clean operations. Under the usual sterile operating room conditions, the two most 
common sources of infection were found to be virulent staphylococci, carried in 
and spread from the nasal passages of individuals in the operating room team, and 
air-borne pathogens. The air-borne pathogens, however, may also have been 
seeded into the air by the operating room personnel. If a surgeon has an epidemic 


of infections, he should first consider himself as a source since he is the one closest 
to the open wound. It was shown that the spread of these virulent nasal staplrylo- 
cocci into the wound or operating room air can be prevented by the use of a special 
mask designed after the fashion of an airman’s oxygen mask. When this was worn 
by a surgeon who was a nasal carrier of virulent staphylococci, his infection rate 
dropped sharply to a base-line level similar to a nonearrier’s. A period of a few 
minutes irradiation of the air in a room with ultraviolet light was found to be quite 
effective in sterilizing the air of its air-borne pathogens; it is recommended that 
this should be done routinely in operating rooms between operations so that each 
case may be started off with essentially bacteria-free air. Studies of the hands of 
operating room personnel indicated that these were almost never a cause of in- 
fection, and also that too vigorous and prolonged preoperative scrubbing is un- 
necessary and even deleterious from the point of view of predisposing to skin rashes 
and eczema. 9 references. 3 tables.—- Author's abstract. 


This article emphasizes the need nol only for proper masking lo reduce contamination 
of wounds by droplet contamination from operating personnel, bul also the requirement 
of betier masks or shields for this purpose. The use of ultraviolel light lo slerilize the 
air in operating rooms ts a help, bul not a potent one, considering human vectors. 
The hands of the operating room personnel are usually well protected, bul the neck 
and face may be rubbed by the mask and the collar of the gown. Hence, dander can 
readily contaminate the operative field, particularly in long surgical procedures. It 
may be thal, in addition lo a special mask, a hood should be worn by all nurses and 
doctors in surgery.-Ralph C. Benson. 


FEMALE UROLOGY 


61. The Anatomies of the Female Urethra. A Critical Review. s. RICHARD MUELL- 
ver, Boston, Mass. Obst. & Gynee. Oct., 1959. 


The important structures that have to do with initiation of the reflexes of mictu- 
rition and with urinary control are the detrusor with its internal vesical sphincter, 
the external urethral sphincter, the levator ani with its pubococeygeus, and the 
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other skeletal muscles that take part in the manipulation of intra-abdominal 
pressure, that is, the thoracic diaphragm and the muscles of the abdominal wall. 
All these structures are accurately described in all textbooks, and we already know 
all the necessary anatomy. The confusion in the clinical literature is entirely 
iatrogenic and is based on the persistent fallacy that, if we only knew the penulti- 
mate anatomy of the urethra and the course of every little wisp of muscle connected 
with it, we could at once design the perfect operation to cure urinary stress incon- 
tinence in women. No one ascribes failure of an inguinal herniorrhaphy to in- 
adequate knowledge of the minutiae of the anatomy of the inguinal canal. Yet 
results of surgery for urinary stress incontinence are still being used as a yardstick 
to measure anatomic truth pertaining to the female urethra and have needlessly 
made it “a mystery wrapped in an enigma.” It is unlikely that further anatomic 
research will yield much of value to the solution of the problem of urinary inconti- 
nence. 24 references. Author's abstract. 


1 critical article of this type is long overdue. The anatomy of the pelvic floor, the 
bladder and the urethra is now clearly defined. The functional aspects of the process 
of micturition must be correlated with anatomic defects in any attempt to correct in- 
continence, however. Cinefluorography, studies of alteration of intravesicle, intra- 
abdominal, and intraurethral pressures can still do much to clarify the problem.— 
Ralph C. Benson. 


MISCELLANEOUS 


62. Electrophoretic Alterations in Serum Proteins of Patients with Hirsutism. 
\MILCAR EMILIO ARGUELLES, JUAN SALABER, JOSE PEDRO A. POMES OTTONE, 
MATEO CHEKHERDEMIAN, AND ALBERTO RICCA, Buenos Aires, Argentina. J. 
Clin. Endocrinol. 19:252-256, Feb., 1959. 


Seventeen young women from 18 to 32 years of age were studied. They exhibited 
moderate or pronounced hirsutism of the face, limbs, breasts, and abdomen, as- 
sociated with varying degrees of acne. Clinical examination and pelvipneumog- 
raphy showed that, in LO out of the 17 hirsute women studied, the ovaries were 
polycystic. Urinary L7-ketosteroids were measured in all subjects weekly during a 
control period, and then following an eight hour intravenous injection of 25 inter- 
national units of ACTH. Urinary 17-hydroxycorticosteroids (Porter and Silber) 
were measured in the resting condition and after stimulation with 25 international 
units of ACTH. Electrophoretograms were obtained with Evans Electroselenium 
Harlow equipment. In 10 of the 17 patients, there was an appreciable increment 
in the proportion of gamma globulin in the serum, ranging between 22 and 29 per 
cent (normal maximal limit, 20 per cent). In 9 cases, there was also an increase in 
the proportion of a -globulin, the values ranging between 11 and 13 per cent 
(normal maximal limit, 8 per cent). An increase in both a.-globulin and y-globulin 
occurred in only 5 cases. In cases with high serum y-globulin levels, the values 
for urinary 17-ketosteroids were above normal, usually between 16 and 33 mg. 
21 hours, but sometimes there were wide fluctuations. On the other hand, among 
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the 7 women whose y-globulin levels were norial, the urinary 17-ketosteroids were 
increased in only 2.. Basal urinary 17-hydroxycorticosteroid excretion was normal 
in all patients. Responses to stimulation with intravenous ACTH were very high 
in 2 cases. Because of the possibility that the abnormal electrophoretic patterns 
could be due to a hepatic disturbance, flocculation tests were carried out in all 
cases. Results were positive in only | case. Thus hepatic insufficiency was an 
improbable explanation for the changes in the serum proteins. The correlation 
between the increments in the level of serum y-globulin and in urinary excretion of 
17-ketosteroids in this group of hirsute women is outstanding, and would indicate 
that in hirsutism hypergammaglobulinemia is the result of dysproteinemia induced 
by an excess of circulating androgens. 7 references. 2 tables.— Author's abstract. 


63. A New Orally Effective Progestalional Agent. Increased Effectiveness in the 
Human of a Progestational Agent by Attaching a Methyl-Group at Carbon Posi- 
lion Sir of the Steroid Ring. GEORGE L. WIED AND M. EDWARD DAVIS, Chicago, 
Ill. Obst. & Gynec. 14:305-308, Sept., 1959. 


\ new, orally effective substance with progestational activity, 6-methyl-l7a- 
hydroxyprogesterone acetate, has been studied in 5 surgical castrates. It has been 
found that the attachment of a methyl group at carbon position 6 of the steroid 
ring increases the effectiveness of lTa-hydroxyprogesterone acetate from at least 
6 to 10 times over the activity of l7a-hydroxyprogesterone acetate without the 
methyl group attached. 5 references. 1 table.—Author’s abstract. 


Fascinating potentiation of steroid ser hormones by rearrangement of the important 
peripheral side chains is again demonstrated. This progestogen is now worthy of 
clinical trial.— Ralph C. Benson. 


64. Challenge to the Private Physician in the Epidemiology of Syphilis. witiam 
J. BROWN, THOMAS F. SELLERS, AND EVAN W. THOMAS, Atlanta, Ga. J.A.MLA. 
171:389-393, Sept. 26, 1959. 


Reported cases of infectious syphilis declined between the peak years of 1947 
and 1954, but since 1954 the number has remained practically unchanged each year. 
Public health officials understand the responsibility of the general practitioner to 
protect the confidence of the physician-patient relationship, as well as his reluctance 
to suggest that his private patient be interviewed for contacts by a third person, 
but such personnel have been trained to keep all information in strict confidence 
and to bring to the investigation the same high professional standards as apply to 
diagnosis and treatment. If the trend of infectious syphilis is to turn down again, 
physicians must report all cases to the health department and arrange to have. 
patients interviewed for information about sexual contacts. Examples of effective 


cooperation along these lines are cited. 5 figures.—Author’s abstract. 
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in over five years of clinical use and 
more than 750 published clinical studies 


Effective 


for relief of anxiety and tension 


Outstandingly Safe 


e simple dosage schedule produces rapid, reliable 
tranquilization without unpredictable excitation 


no cumulative effects, thus no need for difficult 
dosage readjustments 


does not produce ataxia, change in appetite or libido 
does not produce depression, Parkinson-like symptoms, 
jaundice or agranulocytosis 


does not impair mental efficiency or normal behavior 


Miltown 


meprobomoate (Wallace) 


Usual dosage: One or two 400 mg. tablets t.i.d. 


Supplied: 400 mg. scored tablets, 200 mg. sugar-coated 
tablets; or as MEPROTABS*— 400 mg. unmarked, coated tablets. 


i] WALLACE LABORATORIES / New Brunswick, N. J. 
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Photos Courtesy F. C. Gindhart, M.D 


Availabie in boxes of 30 
and 100. Write for copies 
of recent clinical reports. 


For more successful pregnancies 
in 
habitual aborters 


When added to your individualized anti-abortive regimen, 
NUGESTORAL may help you bring more habitual aborters 
to successful term. 


By supplying five therapeutic agents known to contribute 
to fetal salvage, NUGESTORAL creates an optimal maternal 
environment for the maintenance of pregnancy. 


Nugestoral supplies in each daily dose of three tablets: 


Progestoral” (Ethisterone) ; 45.0 mg. 
e Progestational action helps maintain fetus 
e Relieves uterine spasticity 


Ascorbic Acid (Vitamin C) .......... 


Purified Hesperidin .. . 487.5 me. 
(equiv. 600 mg. hesperidin co anh x) 
e Prevent or correct abnormal capillary fragility 
e Protect and strengthen decidual vessels 
Menadione Sodium Bisulfite 6.0 mg. 
(U.S.P. Equivalency) 
e Prevents hypoprothrombinemia in mother and child 


dl, Alpha-Tocopherol Acetate (Vitamin EF) 10.5 me. 
e Extra nutritional insurance 


DOSAGE: Prophylactic — One NUGESTORAL tablet t. os from diag- 
nosis through at least the second trimester. 


Symptomatic — Two tablets t.i.d. or q.i.d. until symptoms are con- 
trolled. Then one tablet t.i.d. 


ORGANON INC., ORANGE, N. J. 
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